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Halcome to STN Intamationall Enter x:X 
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HEWS 12 OCT 19 



NEWS 13 
NEWS 14 



W«b Page URLs for STN Seminar Schedule - N. America 

"Aak CAS" for aelf-help around the clock 

INSPEC enhanced wich 1898-1966 archive 

AOISCTI Reloaded and Enhanced 

CA{SM) /CAplua(SM) Austrian patent law changes 

CA/CAplua enhanced with more pre- 1907 records 

CA/O^luB fields enhanced with sinultaneoua left and right 

truncation 

CA(SM)/CAplua(SM) display o£ CA Lexicon enhanced 
CAS REGISTRY (SM) no longer includes Concord 3D coordinates 
CAS REGISTRyIsm) updated with amino acid codes for pyrrolysina 
CBABA-VTB classif ication code fields reloaded with new 
classification scheme 

The Derwent World Patents Index suite of databasea on STN will 
be enhanced and reloaded on October 22, 2006 
LOGOFF HOLD duration extended to 120 minutes 
E-mail format enhanced 



NEWS EXPRESS JUNE 30 CURRENT WINDOWS VERSION IS V8.01b, CURRENT 
KACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP}, 
AND CURRENT DISCOVER FILE IS DATED 26 JUNE 2006. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

HEWS LOGIN Malcoffltt Banner and Newa Items 

HEWS IPCS For general information regarding STN implementation of IPC 6 

NEWS X2S X.25 conmunication option no longer available 

Enter NEWS followed by the item number or name to see newa on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of coinnercial gateways or other similar uses is prohibited and may 
result in lose of user privileges and other penalties. 



STH Col; 
'HOME' ENTERED AT 07:31:26 



FULL ESTIMATED COST 



Ojr 23 OCT 2006 ] 10 j^Z^^J 0(p 



SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



FILE 'REGISTRY' ENTERED AT 07:31:45 W 23 OCT 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STH CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAOETERHS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 



Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE PILE UPDATES: 23 OCT 2006 HIGHEST RN 911002-75-0 
DICTIONARY FILE UPDATES: 23 OCT 20 06 HIGHEST RN 911002-75-0 

New CAS Information Use Policies, enter HELP USAGETBRMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-tem pricing doea apply when 
conducting SmartSELECT aearches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http://ttfww.'caa . org/ONLINB/UG/regpropa . html 

Uploading C:\Prograffl Filea\Stnexp\Queries\LXRAOQHISTS Y>0.atr 

LI STRUCTURE UPLOADED 

-> D LI 

LI HAS NO ANSWERS 
LI STR 




Structure attributes must be viewed uaing STH Bxpraaa query preparatioi 



-> S Ll 

SAMPLE SEARCH INITIATED 07:32:03 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 79268 TO ITERATE 

2.5% PROCESSED 2000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



10 ANSWERS 



FULL FILE PROJECTIONS; ONLINE 



*IHOOMPLBTB*< 



BATCH • * I NCOMPLETE • ♦ 
PROJECTED ITERATIONS: 1568619 TO 1602101 

PROJECTED ANSWERS: 6732 TO 9120 

L2 10 SEA 5SS SAM LI 



ANSWER 1 OF 10 REGISTRY COPYRIGHT 2006 ACS on STN 
886903-17-9 REGISTRY 
Entered STN: 06 Jun 2006 

Propanamido, N-2-benzothiazoiyl-3-phenoxy-N- {2-pyridinylmethyl ) -{9CI) 
(CA IHDEX NAME) 
C22 HI 9 N3 02 S 
Chemical Library 

Supplier: Aurora Fine Chemicals 
STN Files: CHEMCATS 



Ph2CH-CH2 
O- (CH2)3-N^CH2- 



•PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT*' 



ANSWER 3 OF 10 REGISTRY COPYRIGHT 2006 ACS on STN 
885101-10-0 REGISTRY 
Entered STN: 21 May 2006 

Benzenepropanamine, 4-inethoxy-N-raethyl-H- (phenylmethyl)y- [4- 
(trifluoromethyl)phenoxy] -, hydrochloride (9CI) (CA INDEX NAME) 
C25 H26 F3 N 02 . CI H 



Ph2CH- CK2 
O- (CH2)3-N-CH2- 



♦PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT*' 



L2 ANSWER 4 OF 10 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 726135-88-2 REGISTRY 

ED Entered STN: 13 Aug 2004 

CN 2-Propanol, 1- (4-chlorophenoxy) -3- ( [ (2 ' -methyl (1, 1 > -biphenyll -4-yl) methyl] - 

2-propenylBinino] - (9CI) (CA INDEX NAME) 

MF C26 H28 CI N 03 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTBR, USPATPULL 




I— CH2-- ^ C 



STN Files: CA, CAPLUS 
(865105-14-6) 



(CH2)3-N-CH2— 
CH2 ^ T ^ 



•PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT* < 



1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

ANSWER 3 OF 10 REGISTRY COPYRIGHT 2006 ACS on STH 
871091-98-4 REGISTRY 
Entered STN: 04 Jan 2006 

Benzoic acid, 3- (3- { ( [4- (dif luoromethoxy) -3-methoxyphenyl] methyl) methylami 
no) -2-hydroxypropoxyl -, methyl eater (9CI) (CA INDEX NAME) 
C21 H25 F2 N 06 
Chemical Library 

Supplier: Enamine 
STN Files: CHEMCATS 



••PROPERTY DATA AVAILABLE IN IHB 'PROP' FORMAT* • 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN PILE CAPLUS (1907 TO DATB) 

L3 ANSWER 5 OF 10 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 612498-12-1 REGISTRY 

ED Entered STN: 04 Nov 2003 

CN Benzeneacetic acid, 3- (3- ( ( (2-chloro-3 - (trif luoromathyl)phenyl)methyl] (2- 

methylpropyl) amino] propoxy) - (9CI) (CA INDEX NAME) 

NF C33 H37 CI F3 N 03 

CI (XM 

SR CA 

LC STN Filea: CA, CAPLUS, USPATFULL 



f\_ '""^r _ri 

Jl,^^>-~0- (CH2>3-»-CH2— A^SvJis^ 

i2 ■ y C 



•* PROPERTY DATA AVAILABI^ IN THE 'PROP' FORMAT** 

1 REFERENCES IN PILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L2 ANSWER 6 OF 10 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 610318-44-0 REGISTRY 

ED Entered STN: 29 Oct 2003 

CN Benzenepropanoic acid, 3-(3- E ({a-chloro-3- {triCluoromthyl)ph«nyl]inethyl) ( 
2,2-diphenylethyl}«nino]propoxy}o.u-diinechyl- (9CI> (CA 
INDEX NAME) 

HF 036 H37 CI F3 N 03 

CI COM 

SR CA 

LC STN Fllea: CA, CAPLUS, USPATFULL 



f\_ '^T _f\ 

J<^^>—0- (CH3)3-N-C«2— ^yA^^ 



••PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* ■ 



2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN PILE CAPLUS (1907 TO DATE) 



ANSWER 7 OF 10 REGISTRY COPYRIGHT 2006 ACS on STN 
569351-17-3 REGISTRY 
Entered STN: 19 Aug 2003 

lH-Indolfl-3-methanamina, N- [3- (4 -fluorophanoxy) propyl] 1 -diniathyl-(9CI) 
(CA INDEX NAME) 
C20 H23 F N2 O 
CON 



x'ivsJf^O- (CH2)3-N-CH2— ^^N^As 
CH2 T ^ 



•PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT*' 



L2 ANSWER 8 OF 10 REGISTRY COPYRIGHT 2006 ACS on STN 
RN 246259-62-1 REGISTRY 



ED Bnterad STN: OS Nov 1999 

CN Methaneaulfonamida. N- (6. 7, 8. 9-tatrahydro-8- { ( (2S) -3-hydroxy-3- 

phenoxypropyl] ( phenyl mathyl) amino] -5H-benzocycloheptan-3-yl] -(901 ) (CA 
INDEX NAME) 

FS STBREOSEARCK 

MP C28 H34 N2 04 S 

SR CA 

LC STN Piles: CA, CAPLUS. USPAT2, USPATFULL 
Absolute Btereochemistry. 



A. "'"T' _r\ 

(ai2)3-»-CH2— l^^s^A^ 
W2 T ^ 



••PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* • 

1 RBFBRBNCBS IN PILE CA (1907 TO DATE) 

1 REFERENCES IN FILB CAPLUS (1907 TO DATE) 

L2 ANSWER 9 OF 10 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 141676-7S-7 REGISTRY 

ED Entered STN: 05 Jun 1992 

CN ()-Alanine, N-methyl'N-phenyl-, 3-inathylphenyl eater (9CI} (CA INDEX 

NAME) 

MF C17 HI 9 N 03 

SR CA 

LC STN Fi lea: CA, CAPLUS, USPATFULL 




*• PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 RBFERSNCBS IN PILE CA (1907 TO DATE] 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L3 ANSWER 10 OP 10 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 61554-04-9 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN Acetamide, N- (2-banzoyl-4-chlorophenyl) -2-broino-N- (2-^«thoxy-3- 
phenoxypropyl ) - (9CI) (CA INDEX NAME) 

MF C25 H33 Br CI N 04 

LC STN Filaa: CA, CAPLUS 




* PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT*- 



1 REFERENCES IN PILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



Uploading C:\Pragrain Files\5tnexp\QuerieB\LXRAG0NISTS Y-O.str 
L3 STRUCTURE UPLOADED 

-> D L3 

L3 HAS NO ANSWERS 
L3 5TR 



O- (CH2)3-N-CH2-~*<5v>^ 

312 1 ^ 



Structure attributes miat ba viewed uaing STN Bxpreaa cjuary preparation. 



-> S L3 

SAMPLE SEARCH INITIATED 07:3 9:33 FILB 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 6S379 TO ITERATE 

3.1% PROCESSED 2000 ITERATIONS ■ 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 

FULL FILB PROJECTIONS: ONLINE ••INCOMPLETE** 

BATCH * •COMPLETE* • 
PROJECTED ITERATIONS: 12923S2 TO 1332808 

PROJECTED ANSWERS : 4260 TO 6200 



L4 



8 SEA SSS SAM L3 



L4 ANSWER 1 OF 8 REGISTRY COPYRIGHT 2006 ACS on STN 

RN B75405-44-0 REGISTRY 

ED Entered STN: 28 Feb 2006 

CN L-TyroBine, N- ( 2 -benzoyl phenyl ) -O- (3- (phenyl (phenylacetyl) amino] propyl) - 

(9CI) (CA INDEX NAHB) 

FS STEREOSEARCH 

MF C39 H36 N3 05 

SR CA 

LC STN Pile*: CA, CAPLUS, TQXCBNTBR 



Absolute stereochemistry. 



y^i^^^>—0- (CH2)3-M-™2— 
CH2 I 



••PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



1 REFERENCES IN FILB CA (1907 TO DATE) 

1 REFERENCES IN FILB CAPLUS (1907 TO DATE) 

ANSWER 2 OF 8 REGISTRY COPYRIGHT 2006 ACS on STN 
867299-55-6 REGISTRY 
Entered STN: 11 Nov 200S 

3-Propanol, 1 , 1 ' - { (phanylmethyl) imino]bia{3- (3-£luorophanoxy) - (SCI) (CA 
INDEX NAME) 
C2S H27 F2 N 04 
Chemical Library 

Supplier: Enantlne 
STN Files: CHEMCATS, 



O- (CM2>3-M-CM2— l55vA 
CH2 1 



♦PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



CI 
SR 



ANSWER 3 OF B REGISTRY COPYRIGHT 2006 ACS on STN 
769055-32-5 REGISTRY 
Entered STN: 25 Oct 2004 

Benzenetnethanaminium, 4-chloro-N,N-diethyl-N- [a-hydroxy-3 - (4 - ( (4- 
methoxyphenyl) azojphenoxy] propyl] - (9CI) (CA INDEX NAME) 
C27 H33 CI H3" 03 
COM 



Ph2CH- 
O- (CH2)3-N-CH3- 



ANSWER 4 OF 8 REGISTRY COPYRIGHT 2006 ACS on STN 
405912-45-0 REGISTRY 
Entered STN: 18 Apr 3003 

Benzeneacetamide, 4- (3 - ( (3,3-diphenylathyl) { (3 -methyl -2 - 
thienyl ) methyl) amino] propoxy) - (9CI) (CA INDEX NAME) 
C31 H34 N2 03 S 



SR CA 

LC STH Files: CA, CAPLUS, USPATFULL 



.JO- 



|CH-j3l2 



1 RBPBRBMCBS IN FILE CAPLUS (1907 TO OATB) 

ANSWER 7 OF 8 REGISTRY COPYRICMT 2006 ACS on STN 
62631-73-6 REGISTRY 
Entered STN: 16 Nov 1984 

Glycine, N- [2 -hydroxy-3 - (4 -methylphenoxy) propyl 1 -N- (3 -methoxyphenyl) - , 
methyl eater (SCI) (CA INDEX NAME) 
030 H25 N OS 

STN Files: BEILSTEIN*, CA, CAPLUS. IFICDB. IPIPAT. IFIUDB, USPATFULL 
(*Fila contains numerically aearchable property data) 



•♦PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT*' 



1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATS) 



RN 



ANSWER 5 OF 6 REGISTRY COPYRIGHT 2006 ACS on STN 
251461-37-7 REGISTRY 
Entered STN: 21 Dec 1999 
CN Banzamide, N- (3-hydroxy-3- [2- (l-oxo-3-phttnylpropyl)phenoxy] propyl} -N- 

propyl- (9CI) (CA INDEX NAME) 
OTHER NAMES: 
CN GPV 366 
MP C28 H31 N 04 
SR CA 

LC STN Piles : CA< CAPLUS, TOXCENTER 



^iLjj^^O- {CH2)3-N-CH2— 
3*2 T ^ 



•PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT* • 

4 REFERENCES IN PILE CA (1907 TO DATE) 

4 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

,4 ANSWER 6 OF 8 REGISTRY COPYRIGHT 2006 ACS on STN 

IN 87104-16-3 REGISTRY 

:D Entered STN: 16 Nov 1984 

M 1, 3-Benzenedicarbonitrile, 2- ( [4- [ethyl (2 -hydroxy-3-phenoxypropyl) amino] -5- 

methoxy-2-methylphenyl]azo] -5-nitro-(9CI) (CA INDEX NAME) 

IF C27 H26 N6 05 

£ STH Piles: CA, CAPLUS, USPATFULL 



^^^i^^i^O- (CH2)3-N-CH2— 
CH2 1 



••PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 



f\_ ""'™-r _ri 

^A^j^*— O- (CT2)3-M-CH2— l^^vJ^ 
3l2 T ^ 



•PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* • 

2 RBPERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

A ANSWER 8 OF 8 REGISTRY COPYRKfflT 2006 ACS on STN 

N €1554-04-9 REGISTRY 

O Entered STN: 16 Nov 1984 

N Acetamide, N- (2-banzoyl-4-cltlorophanyl) -2-broino-H- (2-methoxy-3- 

phenoxypropyl) - (9CI) (CA INDEX NAME) 

IF C25 H23 Br CI N 04 

C STN Files : CA, CAPLUS 



f\_ "'"T' _f\ 

(CH2)3-N-C3l2— ks^xV 
»2 I ^ 



•PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* * 



1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



» S L4 NOT L3 

L4 HAY NOT BE USED HERB 

The L-number entered was not created by a STRUCTURE or SCREEN comnand. 



» FILE CAPLUS 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
40.80 41.01 



FILE 'CAPLUS' ENTERED AT 07:40:36 ON 23 OCT 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAOETERMS" FOR DETAILS. 

COPYRIGHT (C) 3006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 23 Oct 2006 VOL 145 ISS 18 
FILE LAST UPDATED: 22 Oct 2006 {20061022/BD) 

Effective October 17, 200S, revised CAS Information Use Policies apply. 
They are available for your review at : 



http://wi 
-> S L4 



P. cas .org/ infopol icy . html 
ID L4 



-> D 1-10 IBIB ABS HITSTR 

LS ANSWER 1 OF 10 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



DOCUMENT TYPE : 
LANSUAOB: 

FAMILY ACC. NUM. COUNT: 
PATENT IHFORMATI(»«: 



2006:99968 CAPLUS 
144:192493 

Preparation of N- (benzoylphenyl) tyrosine derivatives 
as PPARy modulators 

Serra Comas, Carmen; Fernandez Serrat, Anna; Balsa 
Lopez, Dolors; Masip Masip, Isabel; Catena Ruiz, Juan 
Lorenzo; Hidalgo Rodriguez, Jose; Lagunas Amsl, 
Carmen; Salcedo Roca, Carolina; Fernandez Garcia, 
Andres 

Laboratorios S.A.L.V.A.T. , S.A., Spain 

PCT Int. Appl., 123 pp. 

COIEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2006010775 
WO 2006010775 

W: AE, AG, AL, 

CN, CO, CR, 

GB, GH, GM, 

LC, LK, LR, 

NO, NI, NO, 

SL, SM. SY, 

ZA, ZM, ZW 

RH: AT, BB. BG. 

tS, IT, LT, 

CP, CO, CI, 

GM, KB, LS, 

KG. KZ, MD, 
PRIORITY APPLN. INFO. : 
OTHER SOURCE (S) : 
GI 



Al 20060202 ' WO 200S-BP53738 200S0729 

CI 20060615 

AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CU, CZ, DE, DK, DM, DZ, EC, EE, EG. ES, FI , GB, OD, 

HR, HU, ID, IL. IN, IS, JP. KS, HO, KM, KP, KR, KZ, 

LS, LT, LU, LV. MA, MD, MO, MK, MN. MH, MX, NZ, HA, 

HZ, OM, PO, PH, PL, PT, RO, RU, SC, SD, SB, SO, SK. 

TJ, TM, TN, TR, TT, TZ, UA, UO, US, UZ, VC, VH, YU, 

CH, CY, CZ. DB. DX, BE, ES, FI. FR, GB, GR, HU. IE. 

LU, LV, HC. NL, PL. FT, RO, SB, 61. SK. TR, BF, BJ. 

CM, GA, GN, 00, GW, ML, MR, NB, SN, TD, TO, BW, GH, 

MW, MZ, NA, SD, SL, SZ, TZ. UO. ZM. ZW, AM, AZ. BY, 

RU, TJ, TM 

BS 2004-1966 A 30040730 

MARPAT 144:192493 



iCH-jM! 
O- (ai2)3-N-CH2' 



AB The invention relates to tyrosine derive. I [R is (CH2) 2-3N(X-Rl) -A-J-T, 
where X is null or CO; Rl is al)cyl, haloalkyl, alkoxyallcyl, alkenyl. 
aDiynyl, al)c(en) (yn)ylene-Y (Y is a ring); A is elk(en) (yn) ylene or 
allc(en) (yn)ylene-Z (Z is a ring); J is a bond, (CH2)l-4, O, S. S02, CO, 
etc.; T is H, alk(en) (yn)yl or Y] , including stereoisomers and 
pharmaceutically-acceptablesalta, which are PPARy modulators and 
therefore are useful for the treatment or prevention of a condition or 
disease mediated by these receptors. Thus, (S) -2- (2-benzoylphenylamino) -3 
14- [3- (benzyl (3 -phenylpropynoyl) amino] ethoxy] phenyl ]propioni<acid was 
prepared and Ki < 500 nM in the PPARy affinity assay . 

IT 875405-44-OP 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; TMU 
[Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of N- (benzoylphenyl) tyrosine derive, as PPARy modulators) 
RN 675405-44-0 CAPLUS 

CH L-Tyrosine, N- (2 -benzoylphenyl ) -0- [3 - (phenyl (phenylacetyl) amino] propyl] - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




3 THERE ARB 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2006 ACS on STN 
2005:890063 CAPLUS 
143!3389€0 

Interaction field based and hologram based QSAR 
analysis of propafenone -type modulators of multidrug 
resistance 

Kaiser, D. ; Smiesko, M.i Kopp, S.; Chiba. P.; Bckar. 

G. P. 

Department of Pharmaceutical Cheffllstry, University of 
Vienna, Vienna. 1090. Austria 
SOURCE: Medicinal Chemistry (2005) , 1(5), 431-444 

C<»}EN: NCEHAJ; ISSN: 1573-4064 
PUBLISHER: Bentliam Science Publiahsrs Ltd. 

DOCUMENT TYPE; Journal 
LANGUAGE: English 

AB Overexpression of membrane bound, ATP-dependent transport proteins is one 
of the predominant mechanisms leading to multiple drug resistance in tumor 
therapy as well as in the treatment of bacterial and fungal infections. 
In tumor therapy, P -glycoprotein (P-gp, ABCBl) is responsible for 
transport of a wide variety of natural product toxins out of tumor cells 
leading to decreased accumulation of cytotoxic drugs within the cells. 



REFERENCE COUNT: 



LS ANSWER 3 OF 10 
ACCESS I(» NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



Inhibition of P-gp thua givaa risa to a reaenaitization of miltidrug 
reaiatant tumor cella and raproaenta a veraatila approach for modulation 
of multidrug raaiatance. Within thia paper, a aat of propafenone* type 
inhibitora of P-gp ware analyzed uaing both interaction field baaed 
methoda auch aa Co-MPA and Co-MSIA and Hologram QSAR. With both methoda, 
highly predictive nodela with q2 -values > 0.65 were obtained. Kodela 
uaing logP aa addnl . deacriptor generally yielded higher predictive power. 
On basis of unfavorable ateric and favorable electrootatlc and hydrophobic 
interaction fields, theae modela were able to explain all outliers 
identified in previoua Manach-analyaea . For HQ5AR anal., modela with 
q3-v«luea up to 0.73 wera obtained. Poa. inf lueneaa were found for 
electron donating groups on the aromatic ayatama. Highly nag. inf lueneaa 
ware found for diphenylalkylamine aubatituenta, which is a further hint 
for Bteric hindrance. The modela with higheat predictive power wera uaad 
for screening of a email virtual library. Syntheaia and pharmacol. 
testing of a subset of this library ahowed that the external predict Ivicy 
of the HQSAR models generally is lower than the internal one. 
251461-37-7 

RL: PAC (Pharmacological activity) ; PRP (Propertiea ) ; THU (Therapeutic 
use); BIOL (Biological study): USES (Uses) 

(interaction field based and hologram baaed OSAR anal, of 

propafenone -type modulatora of imiltidrug reaiatance) 
251461-37-7 CAPLUS 

Benzanide, N- [2-hydroxy-3- (3- ( l-oxo-3-phenylpropyl) phenoxy] propyl] -N- 
propyl- (9CI) (CA INDEX NAME) 



CHjPh 



M.O-Q— , 



REFERENCE COUNT: 



THERE ARE 35 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L5 ANSWER 3 OF 10 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 3006 ACS on STN 
3004:527345 CAPLUS 
142:190206 

Lead identification for modulators of multidrug 
resistance based on in silico screening with a 
pharmacophoric feature model 

Langer, Thierry; Eder, Moni)ia; Hoffmann, Remy D. ; 
Chiba, Peter; Ecker, Gerhard F. 
Insticuta of Pharmacy, University of Innabruck, 
Innabruck, Austria 

Archiv der Pharmazie (Weinheim, Germany) (3004), 

337(6) , 317-327 
CODEN: ARPMAS; ISSN: 0365-6233 
Wiley-VCH Verlag GmbH t> Co. KGaA 
Journal 
English 

Considerable effort has been devoted to the characterization of 
P-glycoprotein - drug interaction in the past. Systematic quant, 
structure-activity relationship (QSAR) studies identified both predictive 
physicochem. parameters and pharmacophoric aubatructurea within homologous 
series of conpds. Comparative mol . field anal. (CoHPA) led to distinct 
3D-QSAR models for propafenone and phenothiazina analogs. Recently, 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



several pharmacophore modela have been generated for diverse aeta of 
Uganda. Starting from a training aet of 15 propafenone -type 
MDR-modulatora, we eatablished a chemical function-based pharmacophore modal . 
The pharmacophoric featurea identified by this model were (i) one hydrogen 
bond acceptor, (ii) one hydrophobic area, (ill) tvfo aromatic hydrophobic 
areaa, and (iv) one poa. ionizable group. In ailico screening of the 
□erwent World Drug Index uaing the model led to identification of 38 
compds. Substancea retrieved by databaae screening are diverae in 
atructure and include dihydropyridines, chloroquine analogs, 
phenothiazinea, and terfenadine. On the basis of its general 
applicability, the presented 3D-QSAR model allows in silico screening of 
virtual compound libraries to identify new potential lead compds. 
351461-37-7. OPV 366 

RL: PAC (Pharmacological activity) ; PRP {Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(lead identification for KDR modulatora of multidrug resistance based 
on in silico screening with a pharmacophoric feature model) 

351461-37-7 CAPLUS 

Benzamida, N- l3-hydroxy-3- (2- (l-oxo-3-phenylpropyl)phenoxy) propyl] -N- 
propyl- (9CI) (CA .INDEX NAME) 



HO2C-CH3 
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Similarity based SAR (SI BAR) as tool for early ADMB 
profiling 

Klein, Christian; Kaiser, Dominik; Kopp, Stephan; 
Chiba, Peter; Ecker, Gerhard P. 

Institute of Pharmaceutical Chemistry, University of 
Vienna, Vienna, A-1090, Austria 

Journal of Confiuter-Aided Molecular Design (2003). 
Volume Date 2002, 16(11), 785-793 
CODEN: JCWEQ; ISSN: 0920-654X 
Kluwer Academic Publiahers 
Journal 
English 

Estimation of bioavailability and toxicity at the very beginning of the drug 
development proceaa is one of the big challenges in drug discovery. Moat 
of tho processes involved in ADHE are driven by rather unspecific 
interactions between drugs and biol . macromols . Within the past decade , 
drug transport pumps such as P-glycoprotein (Pgp) have gained increasing 
intereat in the early ADMB profiling proceaa. Due to the high structural 
diversity of ligands of Pgp, traditional QSAR methods were only successful 
within analogous series of compds. The authors used an approach based on 
similarity calcns . to predict Pgp-inhibitory activity of a series of 
propafenone analogs. This SIBAR approach is based on selection of a 
highly diverse reference coirpound set and calcn. of similarity values to these 
reference compds. The similarity values (denoted aa SIBAR descriptors) are 
then uaed for PLS anal. The results show, that for a set of 131 
propafenone type compds. , models with good predict ivity were obtained both 
in cross validation procedures and with a 31-compound external test set. 
Thus, these new descriptors might be a versatile tool Cor generation of 
predictive ADMB models. 



251461-37-7 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(similarity based SAR (SIBAR) as tool for early ADME profiling used to 
predict P-glycoprotein- inhibitory activity of propafenone analogs) 

2S1461-37-7 CAPLUS 

Benzamide, N- (2-hydroxy-3 - (2- (l-oxo-3-phenylpropyl)phenoxy] propyl] -N- 

propyl- (9CI) (CA INDEX NAME) 
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English 
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OTHER SOURCE (S) : 
GI 



MARPAT 136:294650 



The title compds. [I; X - OH. NH2; p - 0-6; Rl, R2 - H, alkyl, alkoxy, 
thioalkyl; Z - CH, N; when Z - CH, k - 0-4; when 2 - N, k - 0-3; R3 - 
halo, OH, alkyl, etc.; n - 2-8; q - 0-1; R4 - H, alkyl, alkenyl, 
alkenyloxy; A » cycloalkyl, aryl, 4-8 meiT±)ered heterocyclo, 5-6 membered 
heteroaryl; B - cycloalkyl. aryl] and their pharmaceutically acceptable 
salts, useful for the prevention or treatment of an LXR mediated disease 
and condition such as cardiovascular disease and atherosclerosis (no biol. 
data given), were prepared E.g., a solid phase synthesis of II was given. 
405912-4S-OP 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use") ; BIOL (Biological atudy) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of substituted phenylacetamides and benzamides as agonists for 
Liver X receptors (LXR) ) 
405912-45-0 CAPLUS 

Benzeneacetamide. 4- [3- [ (2 , 2-diphenylethyl) [ (3 -methyl -2- 
thienyl ) methyl ) amino] propoxy) • ( 9CI ) (CA INDEX NAME) 
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The importance of a nitrogen atom in modulators of 

multidrug resistance 

Ecker, G.; Huber. H. ; Schmid, D.; Chiba, P. 
Institutes of Pharmaceutical Chendstry, University of 
Vienna. Austria 

Molecular Pharmacology (1999). 56(4), 791-796 
CODEN: M0PMA3; ISSN: 0036-895X 

American Society for Pharmacology and Experimental 
Therapeutica 
Journal 
English 

The presence of a nitrogen atom, charged at physiol. pK, haa frequently 
been considered to be a hallmark of P-glycoprotein (PGP) inhibitors, 
although certain ateroida, auch as progesterone, lack a nitrogen atom and 
still are active modulators of PGP. The present study was aimed at 
investigating the role the nitrogen atom playa in the activity of PGP 
inhibitors. Propafenone-related amines, anilines, and amides that cover a 
broad range of pKa values, as trail as an aster. %fare synthaaizsd and 



AUTHOR (S) : 
CORPORATE SOURCE: 



DOCUMENT TYPE 
LANGUAGE 



tested for multidrug reaistanca-raverting activity. The sum of the 
hydrogen bond acceptor strengths was calculated and correlated with BCSO 
values for PGP inhibition. For the complete set of 12 compds., an 
excellent correlation between these two parameters was found; this 
included the eater GP570, which lacks a nitrogen atom but contains the 
strong hydrogen bond -accepting ester unit . The interaction of the 
nitrogen atom with PGP therefore is nonional and Is determined by the sum of 
the hydrogen acceptor strengths of the region. The high predietivity of 
the obtained model is demonstrated in a leave-one-out croae-validatlon 
procedure. 
351461-37-7P 

RL: SAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); 8PN (Synthetic preparation) BIOL 
(Biological study); PREP (Preparation) 

(inportance of a nitrogen atom vs. hydrogen acceptor strength in 

modulators of multidrug resistance) 
251461-37-7 CAPLUS 

Benzsmide, N- (3 -hydroxy-3 - [2 - (1 -0X0-3 -phenylpropyl ) phenoxyl propyl ] -N- 
propyl- (9CI) (CA INDEX NAME) 
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Azo disperse dyes 
Koerte, Klaus 

Sandoz-Patent-G.m.b.H. , Fed. 

Ger. Of fen. , 18 pp. 

CODBN: GWXXBX 

Patent 

German 
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HARPAT 99:124075 



yK.,^>—0- (CHa)3-»»-CH2— ks,^^ 
=«2 1 



Fast blue dyes (I) for rapid dyeing of polysster fibers are prepared In 
structure I, groups R, RS, and R3 represent alkyl, Rl is a substituted 

alkyl group, R4 is N02 or CH. and R5 is CN or halogen. Thus, 
diazotization of 2,4,6-Br(02N)2C6H2NH2 [1817-73-8] and coupling with 

5.2- Me{MeO)C6H3NMeCH2CH(OH)CH20Ph [87104-51-6] gave I [R « Ra - R3 « Me. 
Rl - CH2CH(0H)CH20Ph, R4 - N02 . RS - Br] [87104-50-5], a navy blue dye. 
Other I (102) and their A,niax are reported. 

B7104-16-3 

RL: TEM (Technical or engineered ntaterial use); USES (Uses) 

(dye, for polyester fibers) 
87104-16-3 CAPLUS 

1 . 3- Benzenedicarbonitrile. 2- [ (4 - (ethyl (2-hydroxy-3 -phenoxypropyl ) amino] -5- 
methoxy-2-methylphenyl]azo] -5-nitro-(9CI) (CA INDEX HAMS) 



X^V^-^^O- (CH2)3-»-CH2— 
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Carboxylic acid derivatives 

Murai, Hiromu; Ohata, Katauya; Enomoto, Hiroshi; 
Chokai, Shoichi; Maehara, Mitsuhiro; Saito, Katsuhide; 
Ozaki, Takayuki 

Nippon ShlnyakuCo.. Ltd., Japan 
Jpn. Kokai Tokkyo Koho, 6 pp. 

CODEN: JKXXAF 
Patent 
Japanese 
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APPLICATION NO. 
JP 1976-237 
JP 1976-237 



DATE 

19760101 

19760101 



CH-jH: 
O- (CH2)3-N-CH2- 



Sixty-aix glycine derive. I (R - H. 4-Cl. 3-Cl, 4-Me, 3-MeO. 4-Me02Cj Rl - 
H, 4-Cl, 4-Me, 4-HeO, 4-Me02C, 4-Br. 4-F. 4-CMe3. 3-Ne. 2-Cl: R3 - OHa. 
OH, alkoxy. O(CH2)20H, 0(CH3)20Me, NH2, alkylamino. morpholino, 
piperidino; R3 - H, Me, Ac, nicotinoyl, Bz, H02C(CH2)2; X • O. S] were 
prepared by cleaving II with H20, ales., or amines followed by acylating if 
needed. I had serum-cholesterol and -trigylceride reducing activity in 
rats. Thus, refluxing 30 g II (R - H, Rl - 4-Cl, X - O) in MeOH 20 h gave 
67.5% I (R - R3 - H, Rl - 4-Cl, R2 - CWe. X - O) . 
62631-73-6P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of) 
62631-73-6 CAPLUS 

Glycine, N- [3 -hydroxy-3 - (4 -methylphenoxy) propyl] -N- ( 3 -methoxyphenyl ) - . 
methyl eater (9CI} (CA INDEX NAME) 
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Aminocarboxylatee 1 [R - 0R4 (R4 - Na, H, Me, Et, Pr, CHMe2. CH2CH20H, 
CH2CH20Me, Bu) , NHR5 (R5 - Me, CHMe2, CH2CH20H, CH2C02Bt, CH2Ph, CHMePh, 
C6H3Me2-2, 6) , NMe2, NEt2, morpholino, piperidino; Rl - H, CI, 4-Mo, 3-MeO, 
4-C02Me. 4-C02Et; R2 - H. CI, 4-Br, 4-F, 4-CMq3, Me, 4-C02Me, 4-MeO; R3 - 
H, Z - O, S) (49 compds.) were prepared by RH solvolysis of morpholinones 
II. Acylation of I (R - 0R4 (R4 - Me, Et, Pr, CHMe2, Bu, H),R1 - H, R2 « 
4-Cl, 4-CMe3, R3 - H, Z - O] and I {R - CMe, Rl - H, R2 - 4-Cl. R3 > H, Z 
- S] gave the corresponding I (R3 > Ac. nicotinoyl) (13 compds.). Also 
prepared were I (R - (Mi, Rl - H. R2 - 4-Cl, R3 • Me, Z - O) and the Ca and 
Al salts of I (R - OH, Rl - R3 - H, R2 - 4-Cl. Z - O) . Selected I, at 100 
mg/kg/day, lowered the serum cholesterol of rats 12.3-39.1% and serum 
triglycerides 51.3*72.0%. A few I, at 10 mg/kg/day, gave cholesterol and 
triglyceride loweringa of IS. 5-22. 9 and 36.5-53.6%, reap. 
63631-73-6P 

RL: SPN (Synthetic preparation): PREP (Preparation) 

(preparation of) 
62631-73-6 CAPLUS 

Glycine, N- [2-hydroxy-3- (4 -methylphenoxy) propyl] -N- (3 -methoxyphenyl) 
methyl ester (9CI) (CA INDEX NAME) 
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O- (CH2)3-N-CH2' 



LS ANSWER 10 OF 10 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
OORPORATS SOURCE: 



1977:55401 CAPLUS 
86:55401 

1,4 -Benzodiazepines. XI. Synthetic studies on 

1 , 4'-benzodiazepinea . Preparation of various 

N(l)-subBtituted-7-chloro-l,3-H-5-phenyl-1.4- 

benzodiazeplnes and their 2-deoxo derivatives 

Kb j fez, Franjo; Oklobdzija, Milan; Mihalic. Mladen; 

Sunjic, Vitomir; Blazevie, Nikola 

Fee. Pharm. Biochem. , Univ. Zagreb, Zagreb, Yugoslavia 



SOURCE: Acta Ph«nnae«utlea JugoaUviea <1976). 36(3). 199-207 

CODBN: APJIAB; ISSN: 0001-6667 
DOCUMENT TYP8: Journal 
UWOIAGB: Englioh 
OTHER SOURCE (S) : CASREACT 86:55401 



ai2 T ^ 



Ben«odiaz«pinoneB I (R - H, Me, Rl - H, CH20C6H4C1 -2 , CH20Ph; R - H, Rl - 
CH30C6H4C1-4, CH20C6H4Me-3; R - Me, Rl - CH20C6H40Me-2 , CH20Me) were 
prepared by treating 2,4-B2ClC6H3NHCH2CHR10R with BrCH2COBr, and cyclizing 
a,4-BzClC6H3N(COCH2Br)CH2CHR10Rwith hexamine. II [R2 - CH2CH (OH) CH20H, 
R3 - H, R4 - CI, N02, R3 - Me, R4 - CI; R2 > 2 , 3 -epoxypropyl , R3 - H. R4 - 
Cll were prepared by N-alkylating II (R2 - H) with epibromohydrin. Ill (R5 
m 3-Me, 3-Me, 3-Ph, H, 3-CH20Ph) were prepared by brominating 
2,4-BzclC6H3NMeCH2CHR50Hand cyclizing Che bromo deriva. with hexamina. 
61S54-04-9P 

RL: RCT (Reactant) ; SPH (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyclization of. with hexamine) 
61554-04-9 CAPLU5 

Acatamide, N- (2-benzoyl-4-chlorophenyl) -a-bromo-M- (2-imthoxy-3- 
phenoxypropyl ) - ( 9CI } ( CA INDEX NAME ) 
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A Nuclear Receptor Corepreaaor -Dependent Pathway 
Mediates Suppression of Cytokine -Induced C-Reactive 
Protein Gene Expression by Liver X Receptor 
Blaechke, Florian; Talcata, Yasunori; Caglayan, Evren; 
Collins, Alan; Tontonoz. Peter; Hsueh, Willa A.; 
Tangirala, Rajendra K. 

Division of Endocrinology, Diabetea and Hypertension, 
David Gef fen School of Medicine, University of 

California, Loo Angeles, Germany 
Circulation Research. (2006) , 99(12), eSS-sSS 
CODEN: CIRUAL; ISSN: 0009-7330 
Lippincott Williams & Wilkins 
Journal 
English 

C-raactive protein (CRP) , the prototypical human acute phase protein, is 
an independent risk predictor of future cardiovascular svents, both in 
healthy individuals and in patients with known cardiovascular diaease. In 
addition, previous studies indicate that CRP might have direct proatharogenle 
properties. Ligand activation of the liver X receptor (LXR) , a member of 
the nuclear hormone receptor superf amily, inhibits inf lamnatory gene 
expression in macrophages and attenuates the development of 
atheroacleroaiB in various animal models. The authors demonstrate herein 
that 2 synthetic LXR ligands, T0901317 and GW3965, inhibit 
interleukin-lti/interleukin- 6 -induced CRP mRNA and protein expression 
in human hepatocytes. Knockdown of LXni/|l by short interfering 
RNAs completely abolished the inhibitory effect of the LXR agonist 
T0901317 on cytokine -induced CRP gene transcription. Transient 
transfection expts. with 5 '-deletion CRP promoter constructs identified a 
region from -125 to -256 relative to the initiation site that mediated the 
inhibitory effect of LXR ligands on CRP gene transcription. Depletion of 
the nuclear receptor corepressor by specific short interfering RNA 
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ACCESSION NUMBER: 
TITLE: 



CORPORATE SOURCE: 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LAMQUAGB 
AB 



increased cytokine-inducible CRP mRNA expression and promoter activity and 
reversed LXR ligand -mediated repression of CRP gene transcription. 

Chromatin immunopptn. assays indicated that nuclear receptor corepreasor 
is present on the endogenous CRP promoter under basal conditions. 
Cytokine- induced clearance of nuclear receptor corepreasor complexes was 
inhibited by LXR ligand treatment, maintaining the CRP gene in a repressed 
state. Finally, treatment of C57BL/J mice with LXR ligands attenuated 
lipopolysaccharide- induced mouse CRP and aerum amyloid P component gene 
expression in the liver, whereas no effect waa observed in LXRap 
knockout mice. These observations identify a novel mechanism of 
inf lannatory gene regulation by LXR ligands. Thus, inhibition of CRP 
ejq^treasion by LXR agonists nay provide a promising approach to Inpact 
initiation and progression of atherosclerosis. 
405911-09-3, GW396S 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(liver X receptor- induced suppression of inf lamnatory cytokine- induced 
C-reactivB protein gene expression is mediated by nuclear receptor 
corepreaaor) 
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diphenylethyl) amino) propoxyl - (SCI) (OA INDEX NAME) 
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Husson, Bernadette 
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PRIORITY APPLN. INFO. : US 2005-67976eP P 20050510 

AB The present invention generally relates to a novel therapeutical use of 

liver X receptor (LXR) agonsite. More specifically, the present invention 
relates to the use of LXR agonist for the preparation of a medicament useful 
for the treatment and/or the prevention of a disease associated with beta 



cells degeneration, such as diabetea, and a method for increasing ex vivo 
viability of pancreatic islet cells, comprising contacting said islet 
cells with a LXR agonist. Thus, effect of GH3965 50 mg/kg on the 
regeneration of beta cells in NOD mice were evaluated. 
405911-09-3, GW3965 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(use of liver x receptor agonists) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- (3- ({ (2 •chloro-3- (trif luoromethyl) phenyl] methyl) (2,2- 
diphenylethyl ) amino] propoxy) - < 9CI ) (CA INDEX NAME) 



.JO- 



Ph2CH-CH2 
0-{CH2)3-N-CH2" 
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ACCESSION NUMBER: 2006:993850 CAPLUS 

DOCUMENT NUMBER: 145:431974 

TITLE: Tissue-specific induction of intestinal ABCAl 

expression with a liver X receptor agonist raises 
plasma HDL cholesterol levels 
AUTHOR (S) : Brunham, LiamR.; Kruit, Janine K. ; Pape, Terry D.; 

Parka, John S.; Kuipers, Folkert; Hayden. Michael R. 
Centre for Molecular Medicine and Therapeutics, C^iild 
and Family Research Institute. Department of Medical 
Genetics. University of British Columbia, Vancouver. 
BC. Can. 

Circulation Research (2006), 99(7), 672-674 

CODEN: CIRUAL; ISSN: 0009-7330 
Lippincott Williams & Wilkins 
Journal 
English 

ABCAl controls the rate-limiting step in HDL particle formation and is 
therefore an attractive mol. target for raiaing HDL levela and protecting 
against atherosclerosis. Intestinal ABCAl significantly and independently 
contributes to blood plasma HDL cholesterol levels in mice, suggesting 
that induction of intestinal ABCAl expression may raise plasma HOL 
cholesterol levels. We evaluated the ability of a synthetic Liver X 
Receptor (LXR) agoniat, GW3965. to raise plasma HDL choleaterol levels in 
control mice and mice with liver- or intestinal-specific deletion of the 
Abcal gene. Oral treatment with GW3965 increased the expreaaion of ABCAl 
by vfi-fold as well as other LXR target genes in the intestines of 
mice, with no change in the hepatic expreasion of these genea. This 
resulted in a significant «4e% elevation of plasma HDL cholesterol 
levels in wild-type mice with no change in plasma triglycerides. A 
similar increase in HDL cholesterol was observed in mice lacking hepatic 
ABCAl, indicating that the increase in plasma HDL cholesterol was 
independent of hepatic ABCAl. This effect was completely abrogated in 
mice lacking intestinal ABCAl. These data indicate that intestinal ABCAl 
may be an attractive therapeutic target for raiaing KDL levela while 
avoiding the hepatic lipogeneais and hypertriglyceridemia typical of 
aystemic LXR activation. 
405911-09-3, GW3965 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological atudy) ; USES (Uses) 

(induction of intestinal ABCAl raises HDL cholesterol levels) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- (3- [[ (2-chloro-3- (trif luoromethyl) phenyl! methyl) (2.2- 



diphenylethyl) amino} propoxy] - (9CI) (CA INDEX NAME) 
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O- (CH2)3-N-CH2' 
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Diacovery of Phenyl Acetic Acid Substituted Quinolines 
as Novel Liver X Receptor Agonists for the Treatment 
of Atherosclerosis 

Hu, Baihua; Collini. Michael; Unwalla, Rayomand; 
Miller. Christopher; Singhaua, Robert; Ouinet, Elaine; 
Savio. Dawn; Halpern, Anita; Basso, Michael; Keith, 
James; Clerin, Valerie; Chen, Liang; Resmini, 
Christine; Liu, Qiang-Yuan; Feingold, Irene; Huselton, 
Christine; Azam, Farooq; Farnegardh, Mathias; Enroth, 
Cristofer; Bonn, Tomas; Gocs-Nilason, Annika; 
Wilhelmason, Anna; Nambi, Ponnal; Wrobel, Jay 
Chemical and Screening Science, Cardiovascular and 
Metalaolic Diseaae, and Bio Trana formation and 
Disposition, Wyath Research, Collegeville, PA, 19426. 
USA 

Journal of Medicinal Chemistry (2006), 49(21). 
6151-6154 

CODEN: JMCMAR; ISSN: 0033-3623 
American Chemical Society 
Journal 
English 




[— ai2— C 



A structure-baaed approach was used to optimize our new class of qulnoline 
LXR modulators leading to Ph acetic acid substituted quinolines 15 and 16 
(I). Both confKla. displayed good binding affinity for LXR(5 and 
LXRi and were potent activators in LBD transactivation assays . The 
conpds. also Increaaad expression of ABCAl and stimulated cholesterol 



afflux in THP-1 calls. Quinolina 16 ahowed good oral bioavailability and 
in vivo aCficacy in a LOLr knockout mouao model for lasiona. 

40S911-09-3 

RL: PAC (Pharmacological activity) ; THU (Therapautic uso) ; BIOL 
(Biological atudy) ; USES (Uaea) 

(phanylacetata qulnolines aa liver X receptor agoniata Cor treatmant of 

atheroacleroais) 
405911-09-3 CAPLUS 
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diphanylethyl) amino] propoxy] - (9CI) {CA INDEX NAME) 
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Patent 
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KG. KZ. MD, RU, TJ, TM 
PRIORITY APPLN. INFO. : EP 2005-SBS A 20050118 

AB The present invention relates to the uae of LXR (liver X receptor) in 

methods for identifying compda. which interfere with DC differentiation 
and/or maturation and to methods to identify LXR -mediated, DC- specific 
anti- inflammatory genes. Non-human mansnalian animals may be used as in 
vivo model systems Cor identifying LXR binding coR^a . (in particular LXR 
agoniata) inhibiting or preventing T cell activation, Th2-cytokina 
secretion, recruitment of inf lanmatory celle to the BAL fluid, and/or, 
peribronchial and/or perivaacular Infiltration of inflammatory cella. The 
preaent invention alao diacloaea the uae of an LXR agoniat to prepare a 
medicament for the treatment of diaeaaea or disorders wherein the 
inhibition or the prevention of DC differentiation and/or maturation. 



recruitment of inflammatory cella to the BAL fluid, Th2-cytokine 
aecretlon, and/or, peribronchial and/or perivascular infiltration of 
infilanmatory cella ia aimed atomic The preaent invention finally relates to 
Dendritic Cell composition or DC precursor conpoaition and to uaea of thaae 
ina. 

to atudy the recruitment of inflammatory cella to the BAL fluid, 
Th2 -cytokine aecretion, and/or, peribronchial and/or perivascular 
Infiltration of inf laimvatory cella in a model organiem. 
405911-09-3. GH396S 

RL: PAC (Pharmacological activity) : THU (Therapeutic uae) ; BIOL 

(Biological atudy) ; USES (Uaea) 

(liver X receptor agoniat; uae of liver X receptor (LXR) agoniata for 
modulation of dendritic cells for treatment of diaeaaea) 
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Benzeneacetic acid, 3- [3- { { {2-chloro-3> (trif luorcmethyDphenyl] methyl] (2.2- 
diphenylethyl ) amino] propoxy] - ( 9CI ) (CA INDEX NAME) 



O- (CH2)3-N-CH2— 
CH2 • . 1 ^ 
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CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



2006071451 




A2 




20060706 


WO 2005- 


US43616 




20051202 


2006071451 




A9 




20060824 




















H: 


AE, AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN, CO, 


CH, 


CU, 


CZ, 


DB, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS. 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR, 




KZ, LC. 


LK, 


LR. 


LS, 


LT. 


LU, 


LV, 


LY. 


MA, 


MD, 


MO, 


MK, 


MN, 


MH, 


MX. 




MZ. NA, 


NO, 


NI, 


HO, 


HZ, 


OM, 


PO. 


PH, 


PL, 


PT, 


RO. 


RU, 


SC, 


SD, 


SE. 




SO, SK, 


SL, 


SM. 


SY, 


TJ. 


TM. 


TM. 


TR. 


TT, 


TZ, 


UA, 


UG. 


US, 


UZ. 


vc. 




VN, YU, 


ZA, 


ZM, 


ZW 
























RH: 


AT, BS, 


BG, 


CH, 


CY, 


C2, 


DE. 


DK, 


EE, 


ES, 


FI. 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI. 


SK, 


TR, 


BF, 


BJ, 




CF, CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 




GM, KB, 


LS. 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ. 


TZ, 


UG, 


ZM, 


ZW, 


AM. 


AZ, 


BY, 




KG, KZ, 


MD, 


RU, 


TJ, 


TM 























PRIORITY APPLN. INFO. : US 2004-632905P P 20041203 

AB The present invention is based on the diacovery that activation of liver X 
raceptora (LXRa) and retinoid X receptora (RXRa) inhibits apoptotic 
reeponaea of macrophages, thereby protecting macrophages from 
pathogen -Induced apoptoaia. AIM (apoptoaia inhibitor expressed by 
macrophagee) ia synergiatically induced by LXR and RXR agoniata and 



contributea to their anti -apoptotic affects. Addnl. candidate 
anti -apoptotic genea involved in the eCCecta of LXR/RXR agoniata on 
macrophage aurvival are alao identified, including Bircla, Bel -XL, DNase 
I-like 3 (DnaaelL3}, caspaee 1, caepaae 4, caapaae 7, caspase 11, caspase 
12, Faa ligand, cell death- inducing DFFA-like effector A (CIDE-A) , and 
peptidoglycan recognition protein (Tag7) . Thus, the preaent invention 
relates to microbial infection, and in particular, the reduction of apoptoais 
associated with microbial infection, the screening of LXR agonists and/or RXR 
agonists that reduce apoptosis, and the treatment and anal, of microbial 
infection in vivo. Activating agents may include proteins, peptides, 
peptidomimetics, nucleic acids, and small mol. agonists such aa 
24S,25-epoxycholesterol, T1317, GW3965, and 9-cia-retinoic acid. 
405911-09-3, OW396S 

RL: DMA (Drug mechanism of action); THU (Therapeutic use) ; BIOL 

(Biological atudy) ; USES (Uaea) 

(agonists; conpda. that activate liver X receptor and retinoid X 
receptor and thereby prevent macrophage apoptosis during pathogen 

infection) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- (3- [ ( [2-chloro-3- (trif luoromethyl)phenyl]methyl] (2,2- 
diphenylethyl) amino] propoxy] - (9CI) (CA INDEX NAME) 
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Assessing the effects of LXR agonists on cellular 
cholesterol handling: a atable iaotope tracer study 

Aravindhan, Karpagnm; Webb, Christine L. ; Jaye, 
Michael; Ghosh. Avijit; Willette, Robert N. ; DiNardo, 
N. John; Jucker, Beat M. 

Department of Applied Phyaica, College of Arts and 
Sciencea, Drexel University, Philadelphia, PA, 19104, 
USA 

Journal of Lipid Reaearch (2006), 47(6), 1250-1260 
CODEN: JLPRAH; ISSN: 0022-2275 
American Society for Biochemiatry and Molecular 

Biology, Inc. 
Journal 
English 

The liver X receptora (LXRs) a and [i are responsible for the 
tranacriptional regulation of a nun^ier of genes involved in choleaterol 
efflux from cella and therefore may be mol. targeta for the treatment of 
cardiovaacular diseaae. However, the effects of LXR ligands on 
choleaterol turnover in cells has not been examined conprahensively. In 
thia atudy. cellular cholesterol handling (e.g., aynthesis, cataboliam. 
influx, and efflux) waa examined using a atable iaotope labeling atudy and a 
two -conf>artment modeling acheme. In HepQ2 cella, the incorporation of 13C 
into cholesterol from (1-13C] acetate waa analyzed by roaas isotopomer 
distribution anal, in conjunction with nonsteady state, roulticonpartment 
kinetic anal, to calculate the cholesterol Cluxea. Incubation with synthetic 
nonsteroidal LXR agonists (GW 3965, T 0901317, and SB 743881) increaaed 
choleaterol aynthesia ( . apprx. lO-Cold) , decreased cellular choleaterol 
inClux (71-82%), and increaaed cellular choleaterol efflux (1.7- to 
1.9-fold) by 96 h. As a consequence of these altered cholesterol fluxes, 
cellular cholasterol decreased (36-39%) by 96 h. The increased cellular 



AUTHOR (S) 



CORPORATE SOURCE : 



DOCUMENT TYPE 
LANGUAGE 



choleaterol turnover waa aasociated with increaaed ejqyreaaion of the 

LXR-Bctivated genes AB(3kl , ABOGl, FAS, and sterol -regulatory element 

binding protaln Ic. In sunmary. the math, model presented allowa 

t ima- dependent ca lens, of cellular choleaterol fluxes. These data 

demonatrate that all of the cellular cholesterol fluxea were altered by 

LXR activation and that the increase in choleaterol synthesis did not 

condensate for the increased cellular choleaterol efflux, reaulting in a 

net cellular cholesterol loas. 

405911-09-3, GH 3965 610318-S4-2. SB 742881 

RL: PAC (Pharmacological activity) ; BIOL (Biological atudy) 

(LXR receptor agoniata effect on cellular cholesterol flux and 

increased LXR-activated gene expression) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- [3- [ [ [2-chloro-3- (trlf luoromethyl)phenyl]methyl] (2,2- 
diphenylethyl) amino] propoxy] - (9CI) (CA INDEX NAME) 



yA^i^O- (CH2)3-M-CH2— ".^jjJ^ 
CH2 ^ I ^ 



RN 610318-54-2 CAPLUS 

CN Benzeneacetic acid, 3* [ (3R) -3- ( ( [2-chloro-3- (trif luoromethyl)phenyl}methyl 
] (2,2-diphanylethyl)aminoJbutoxyJ -(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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SAR studies: Designing potent and selective LXR 
agoniata 

Szawczyk. JaaonW.; Huang, Shaei; Chin, Jayne; Tian, 
Jenny; Mitnaul, Lyndon; Roaa, Raymond L.; Peterson, 
Larry; Sparrow, Carl P.; Adaroa, Alan D. 
Department of Medicinal Chemistry, Merck Research 
Laboratories, Merck 6 Co., Inc.. Rahway, NJ, 07065, 
USA 

Bioorganic « Medicinal Chemiatry Letters (2006), 

16(11) , 305S-3060 

CODEN: BMCLES; ISSN: 0960-894X 

Slaevier B.V. 

Journal 

English 

CASRBACT 145:95757 




(propyl ) { tri £ luoromethy 1 ) benzi soxazolyloxypropyl - auba t ituted 
arylcarboxylic and hetaroarylcarboxylic acida auch aa I (and a ralated 
N-Riachylanilina) are prepared aa ael active LXR agoniata fQr increaaing HDL 
levela and reverse choleaterol transport; the title compds. are aelective 

for LXR over PPAR isoformo u, », and y. Selected title 

compds. are tested £or increases in HDL levels and reverse cholesterol 

transport and for their pharmacokinetics in mice; in some cases, the 

compds. lead to increases in serum triglyceride levels and the development 

of steatosis (fatty liver) . 

405911-09-31, GW3965 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; BIOL 

(Biological study); PREP (Preparation) 

(preparation of (propyl) (trifluororoethyDbenziaoxazolyloxypropyl -substituted 
arylacetic and heteroarylacetic acids aa selective LXR agoniata Cor 

increasing HDL levels and reverse cholesterol transport) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- [3- [ t [2-chloro-3- { tri fluoromethyl) phenyl] methyl) (2,2- 
diphenylethyl)amino]propoxy]- {9CI) (CA INDEX NAME) 



increaae in the plaama levela of alanine aminotranaf eraaa and bilirubin 
(narkere of liver injury/ dysfunction) as well as the focal hepatocyte 
necrosis (hlstol.) caused by coadministration of LPS and peptidoglycan. 
This protective effect of GW3965 treatment was associated with reduced 
infiltration of mast cells in the liver (hietopochol . ) and reduced gene 
expression of the chemokines eotaxins 1 and 2, whereaa MIP-2 mRNA levela 
were not affected. Plasma levels of tumor necrosis factor u and 
prostaglandin B2 were significantly attenuated by GH3965, whereas plaama 
interleukins 6 and 10 were not altered. High expression of LXfti 
mRNA was observed in Kupf f er cell cultures, suggesting that Kupffer calla are 
targeta of GW3965. Subsequent in vitro studies in Kupf far calls 
demonstrated that expoaura to aW3965 attenuated the LPS-inducad release of 
tumor necroaia factor u and prostaglandin B2 in a doae -dependent 
manner. In concluaion, thia atudy damonacrates that activation o£ LXR by 
GW39€5 protttcta against liver injury and dyafunction in a rat model of 
endotoxemia, in part by exerting an ant i-inflanmatory effect on Kupf far 
cella. 

405911-09-3, GW3965 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 

(Biological study); USES (Uses) 

(CW3965 pretreatment before LPS/PepG injection reduced hepatic injury, 
mast cell count, plaama TNP-a and PGB2 level in liver of rat 
model of endotoxemia. GW396S inhibited LPS-indueed THF-u and PGB2 
release in rat Kupf Cer cell culture) 

405911-09-3 CAPLUS 

Benzeneacetic acid, 3- (3- ([ [2 -chloro-3- (tri fluoromethyl) phenyl]inethyl] (2,2- 
diphenylethyl ) amino] propoxy] - ( 9CI ) (CA INDEX NAMB) 



>ls,^^0- (Ca2)3-N-CH2— ^^Ss^A. 

ai2 T ^ 



REFERENCE COUNT: 



THERE ARE 23 CITED REFERENCES AVAILABLE FOR THIS- 
RECORO. ALL CITATIONS AVAILABLB IN THB RB FORMAT 



L5 ANSWER 9 OF 45 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2007 ACS on STN 
2006:172464 CAPLUS 
145:117301 

Activation of the liver X receptor protects against 
hepatic injury in endotoxemia by suppressing Kupf Eer 
cell activation 

Wang, Yun Yong; Dahle, Maria K. ; Aagren, Joanna; 
Myhre, Anders E.; Reinholt, Finn P.; Foster, Simon J.; 
Collins, Jon L. ; Thiemermann, Christoph; Aasen. Ansgar 
O. ; Wang, Jacob B. 

Faculty Division Rileshospitalet, Inatitute for 
Surgical Research, University of Oslo, Oslo, Norway 
Shock (2006), 25(2). 141-146 
COOEN: SAGUAI; ISSN: 1073-2332 
Lippincott Williams k Wilklns 
Journal 
English 

Recent reports have demonstrated that liver X receptors (LXRb) of the 
nuclear receptor family have anti-inflammatory effects on macrophages. 
Here we examine whether activation of LXR by the aynthetic agoniat GW3965 
can ameliorate the liver injury/ dysfunction caused by endotoxins in the 
rat. Kale Wistar rata received GM3965 (0.3 mg/kg) or vehicle (50% DMSO) 
30 min before coadministration of lipopolyaaccharide (LPS, 5 mg/kg i.v.) 
and peptidoglycan (1 mg/kg i.v.). Treatment with GW3965 attenuated the 
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A Novel Principle for Partial Agonism of Liver X 
Receptor Ligands: competitive recruitment of 
activatora and repressors 

Albers, Michael; Blume, Beatrix; Schlueter, Thomaa; 
Wright, Matthew B.; Kober, Ingo; Kremoser, Claus; 
Deuschle, Ulrich; Koegl, Manfred 
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Journal of Biological Chemistry (2006), 281(8), 
4920-4930 
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Journal 
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Partial, selective activation of nuclear receptors is a central issue in 
mol. endocrinol. but only partly understood. Using LXRs as an exanple, m 
'show here that purely agonistic ligands can be clearly and quant, 
differentiated from partial agonists by the cofactor interactions they 
induce. Although a pure agonist induces a conformation that is 
Incon^tlble with the binding of repressors, partial agonists such as 
GH3965 induce a state where the interaction not only with coactivators. 



CORPORATE SOURCE: 



DOCUMENT TYPE 
LANGUAGE 



but also corepressors is clearly enhanced over the unliganded state. The 
activities of the natural ligand 22(R) -hydroxycholestaroland of a novel 
quinazolinone ligand, IiN6500 can be further differentiated from GW3965 and 
T0901317 by their weaker induction of coactivator binding. Uaing biochem. 
and cell -based assays, we show that the natural ligand of LXR is a 
comparably weak partial agonist. As predicted, we find that a change in 
the coactivator to corepreaaor ratio in the cell will affect NCoR 
recruiting compds. more dramatically than NCoR-dissoclating coir^s . Our data 
show how competitive binding of coactivators and corepressors can explain 
the tissue-specif ic behavior of partial agonists and open up new routes to 
a rational design of partial agonists for LXRs. 
405911-09-3, GW3965 

RL: BSU (Biological Study, unclassified); PRP (Properties); BIOL 

(Biological study) 

(competitive recruitment of activators and repressors as novel 

principle for partial agonism of liver X receptor ligands) 

405911-09-3 CAPLUS 

Benzeneacetic acid, 3- (3- [ ( [2 -chloro-3 - (tri fluoromethyl )phenylj methyl] (2,2- 
diphenylethyl) amino] propoxy) - {9CI) (CA INDEX NAME) 



Ph2CH- CH2 
0-(CHa)3-H-CH2- 
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AB Disclosed is a pharmaceutical having the potency of inhibiting the production 
of tissue factors, which pharmaceutical comprises an LXR ligand as an 



active ingredient. There is provided a pharmaceutical Cor the treatment 
and/or prevention oC vascular re-stenosis encountered after angioplasty, 
endarterectomy, percutsneous coronary angioplasty (PTCA) or stent 
placement, or for the treatment and/or prevention of blood coagulation 
disorder, diseases induced by platelet aggregation including stable or 
unstable angina, disorders of cardiovascular and cerebrovascular systems 
including thromboembolism induced by diabetes, re-thrombosis encountered 
after thrombolysis, brain ischemia seizure, infarction, apoplexy, dementia 
resulting from ischemia, peripheral arterial diaeaae, thromboembolism 
encountered during the use of aortocoronary bypass, glomerulosclerosis, 
kidney embolism, tumor or cancer metastasis, which pharmaceutical 
comprises an LXR ligand as an active ingredient. For exanple, a compound 
6 - chloro - 7 -ma thoxy- 3 - ( 2 -methyl - 5 - ( 2 , 2 , 2 - tri f luoro- 1 - hydroxy- 1 - 
(trlfluoromethyl) ethyl] phenyl) -2- (3-thienylmethyl) -4(3H) -quinazolin (I) 
was prepared, and examined for its tissue factor production inhibitory affect. 
Also, a capsule containing I 100, lactose ISO, cellulose 50, and magnesium 
Btearate 6 mg was formulated. 
405911-09-3 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(tissue factor production inhibitors containing LXR ligands) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- [3- ([ (2-chloro-3- (trifluoromethyl) phenyl] methyl) (2,2- 
diphenylethyl ) amino] propoxy] - (9CI} (CA INDEX NAME) 



CH-jM; 
O- (C3l2)3-N-GH2- 
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Oxyaterols suppress inducible nitric oxide synthase 
expression in lipopolysaccharide-stimulatedastrocytes 
through liver X receptor 
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Department of Pharmacology, Ajou University School of 
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SOURCE: NeuroReport (2006). 17(2). 183-187 
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DOCUMENT TYPE : Journal 
LANGUAGE: English 

AB Cholesterols are enriched in the brain and can be oxidized to oxyaterols 
by several processes. Oxysterola are transport forms of cholesterols 
across cell membranea and the blood-brain barrier . Here, to elucidate the 
roles of oxyaterols in brain inf lanmation, we treated lipopolysaccharide- 
stimulated rat brain astrocytes with two oxysterols, 7-ketoehole8terol and 
22 (R) -hydroxycholesterol . Both oxysterols suppressed inducible nitric 
oxide synthase expression and nitric oxide releaae as well as upstream 
signaling mol s. including interferon -f), phosphorylated signal 
transducer end activator of transcription 1/3, and interferon regulatory 
factor-1. Oxysterols are known as liver X receptor agonists, and 
inhibitory effects were also observed with synthetic agonists of liver X 
receptor and retinoid X receptor. Thus, we conclude that it is most 
likely mediated by liver X receptor/retinoid X receptor heterodlners . 

IT 40S911-09-3, GH3965 



RL: BSU (Biological a cudy, unclaaaified) ; BIOL (Biological atudy) RL: PAC (Pharmacological activity) j PKT (Pharmacokinetics) ; THU 

(aynthatic liver X recaptor egoniat GH3965 dose-dependently auppreaaed (Therapeutic use) j BIOL (Biological study) ; USES (Uses) 

inducible nitric oxide synthase expression and nitric oxide release in (methods and compns. to promts bone homeostasis) 

cultured lipopolysaccharide-stiRulatedrat brain astrocyte) RN 40S911-09-3 CAPLUS 

RN 405911-09-3 CAPLUS CN Benzeneacetic acid, 3* (3- ( ( [3-chloro*3- (tri£luoromethyl)phenyl]inethyl| (2,2- 
CN Benzeneaeetic acid, 3- [3- [ [ (2-chloro-3- (tri£luoromethyl)phenyl}methyl] (2,2- diphenyl ethyl) amino] propoxy) • (9Ct) (CA INDEX NAME) 

diphenylathyl ) amino] propoxy] - ( 9CI ) (CA INDEX NAME) 




CI 
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Al 20060126 US 2005-166009 
US 2004-582704P 



30050624 
20050624 
P 20040624 
US 2004-630449P P 20041123 
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AB The present Invention relates to a method for promoting osteogenesis by 
contacting osteoblast progenitor cella with an LXR agonist. Said method 
is useful tor the treatment or prevention of an imbalance in bone 
homeostasis in a subject using bone homeostasis-promoting compns . 
comprising an effective osteogenic stimulating amount of an LXR agonist in 
admixt. with a pharmaceutically acceptable carrier. A further aspect is a 
method to produce bone tissue in vitro by contacting an LXR agonist with a 
population of osteoblast progenitor cells on a substrate, for a time 
sufficient to stimulate the generation of a matrix of bone tisaue. 
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AB This invention relates to methods for identifying modulators of bone 

homeostasis and oateoblaat differentiation, for treatment of human bone 
dioordero. Target genes, encoding G-protain coupled receptors and nuclear 
hormone receptors, were identified with differential expression in 
osteoblast progenitor cells during differentiation. In order to promote 
osteogenesis in mesenchymal progenitor cells, agonists to target genes 
were screened for itrpact upon osteogenic properties in vitro. The conpds. 
described here may be useful for the treatment or prevention of an 
iiriaalance in bone homeostasis in a subject using bone homeostasis- 
promoting coB^a. comprising an affective stimulating amount of an 
osteogenic agonist in admixt. with a pharmaceutically acceptable carrier. 



A further aspect is a method to produce bone tissue in vitro by contacting 
a target gene agoniat with a vertebrate cell population including 
osteoblast progenitor cells on a substrate, for • time sufficient to 
stimulate Che generation of a matrix of bone tissue. 
405911-09-3 

RL: ARG (Analytical reagent use); BUU (Biological use, unclassified); ANST 
(Analytical study); BIOL (Biological atudy); USES (Uses) 

(methods for identifying modulators of bone homeostasis and osteoblast 

differentiation, for treatment of human bone disorders) 
405911-09-3 CAPLUS 

Benzeneaeetic acid, 3- (3- [ ( [2-chloro-3- (trifluoromethyl)phenyllmethyl] (2.2- 
diphenylethyl) amino) propoxy] - (9CI) (CA INDEX NAME) 




LS ANSWER 15 OF 45 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S) 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



CAPLUS COPYRIGHT 2007 ACS on STN 
2005:1348778 CAPLUS 
144 :4B0701 

Pharmacological Activation of Liver X Receptors 
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Naik, Snehal U. ; Wang, Xun; Da Silva, Jaqueline S.; 
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Background- Liver X receptors (LXRa) are ligand-activated transcription 
factors involved in the control of lipid metabolism and inf lartmation. 
Synthetic LXR agonists have been shown to inhibit the progression of 
atherosclerosis in mice, but the roechaniam is uncertain. LXR agonism 
upregulates the genes encoding ATP binding cassette transporters Al 
(ABCAl) and Gl (ABOSl) in macrophages, thus promoting efflux of 
cholesterol; it also upregulates liver and intestinal ABOQS and AB0G8, 
helping to promote biliary and fecal excretion of cholesterol. Thus. LXR 
agonism may inhibit atherosclerosis through promotion of reverse 
cholesterol transport (RCT) in vivo, but this has not been proven. We 
previously described an in vivo method to trace the movement of 
cholesterol from 3H-cholesterol-laboled J774 macrophages into plasma, into 
liver, and ultimately into the bile and feces as free cholesterol or bile 
acids. In Che present study we used this approach to test the hypothesis 
that administration of the synthetic LXR agonist GW3 965 would increaae the 
rate of macrophage RCT in vivo. Methods and Results- Three different 
mouse raodels-wild-type CS7BL/6 mice, LDLR/apobec- 1 double knockout mice, 
and human apolipoprotain (apo)B/cholasteryl ester transfer protein (CETP) 
double transgenic mice-were treated with either vehicle or GW3965. Mice 
were injected i.p. with 3H- cholesterol -Isbeled and cholesterol -loaded 
macrophages and monitored for the appearance of 3H- tracer in plasma, 
liver, and feces. Administration of GW3965 significantly increased the 
levels of 3H-tracer in plasma and feces in all 3 mouse models. 
Conclusions- These results demonstrste that adminiatration of the LXR 
agonist GW396S increases the rate of RCT from macrophages to feces in 



vivo. 
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double knockout mouae and human apoB/ CETP double transgenic mouse) 
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Liver X receptor (LXR) agonists have been proposed to act as anti -diabetic 
drugs. However, Pharmacol. LXR activation leada to severe hepatic 
steatosis, a condition usually associated with insulin resistance and type 3 
diabetes mellitus. To address this apparent contradiction, laan and ob/ob 
mice were treated with the LXR agoniat aH-3965 for 10 days. Insulin 
sensitivity was assessed by hyperinsulinemic-euglycemicclamp studies. 
Hepatic glucose production (KGP) and metabolic clearance rate (MCR) of glucose 
were determined with atable isotope techniques. Blood glucose and hepatic and 
whole body inaulin sensitivity remained unaffected upon treatment in lean 
mice, despite increased hepatic triglyceride contents (61.7 i 7.2 vs. 
13.1 t 3.0 nmol/mg liver, P < 0.05). In ob/ob mice, LXR activation 
resulted in lower blood glucose levels and significantly improved whole 
body Insulin sensitivity. GW-3965 treatment did not affect H6P under 
normo- and hyperinsulinemic conditions, despite increased hepatic 
triglyceride contenta (221 ± 13 vs. 176 i 19 nmol/mg liver. P < 
0.05). Clamped MCR increased upon GW-3965 treatment (18.3 ± 1.0 vs. 
14.3 i 1.4 mL-kg-l min-1, P « 0.05). LXR activation 

increased white adipose tissue mRNA levels of Glut4, Accl and Fas in ob/ob 
mice only. In conclusion, LXR -induced blood glucose lowering in ob/ob 
mice was attributable to increased peripheral glucoae uptake and metabolism, 
physiol. reflected in a slightly in^roved insulin sensitivity. 
Remarkably, steatosis associated with LXR activation did not affect hepatic 
inaulin sensitivity. 
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Liver X receptor (LXR) nuclear receptors regulate the expression oC genes 
involved in whole body cholesterol trafficking, including absorption, 
excretion, catabolism, and cellular efflux, and possess both 
anti-inf lanvnatory and antidiabetic actions . Accordingly, LXR is 
considered an appealing drug target for multiple indications. Synthetic 
LXR agonists demonstrated inhibition of atherosclerosis progression in 
murine genetic models; however, these and other studies indicated that 
their major undealred side effect is an increase of plasma and hepatic 
triglycerides. A significant impediment to extrapolating results with LXR 
agonists from mouse to humans is the absence in mice of choleateryl ester 
transfer protein, a known LXR target gene, and the upregulation in mice 
but not humans of cholesterol 7u -hydroxylase . To better predict the 
human response to LXR agonism, two synthetic LXR agonists were examined in 
hamsters and cynomolgua monkeys. In contrast to previously published 
results in mice, neither LXR agonist increased HDL-cholesterol in 
hamsters, and similar results were obtained in cynomolgus monkeys. 
In^rtantly, in both species, LXR agonists increased LDL-choleaterol, an 
unfavorable effect not apparent from earlier murine studies. These 
results reveal addnl. problems associated with current synthetic LXR agonists 
and enfihasize the inportance of profiling compds. in preclin. species with 
a more human- like LXR response and lipoprotein metabolism 
405911-09-3, GW3965 610318-54-2, SB 743881 
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Absolute stereochemistry. 
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CASREACT 143:221837 



GI 



Substituted 3 - (phenylamino) -lH-pyrrole-2 , 5-dioneswere identified from a 
high throughput screen as inducers of human ATP binding cassette 
transporter Al expression. Mechanism of action studies led to the 
identification of GSK3987 (I) as an LXR ligand. I recruits the steroid 
receptor coactivator-1 to human LXRu and LXR(} with BCSOa of 40 
nM, profiles as an LXR agonist in functional assays, and activates LXR 
though a mechanism that is similar to first generation LXR agonista. 
405911-09-3 
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AB The present invention relates generally to the use of LXR agonists in the 
prevention and/or treatment of eoslnophilia or IL-13 overprodn., or 
diseases arising from eoslnophilia or IL-13 production, such as allergy or 
asthma. 
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(methods of treatment with LXR agonists for treatment of diseases from 
eoslnophilia or IL-13 production such as allergy or asthma) 
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diphenylethyDaminoJ propoxy] hydrochloride (9C1) (CA INDEX NAME) 
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This invention provides quinolines of formula I (Rl - H or C1-C3 alkyl; XI 
■ a bond or an appropriate group to link R2 which is an optionally 
substituted heterocycle; X2 ■ a bond or CH2 ; R3 - optionally substituted 
Ph, naphthyl, or heterocycle; R4 , R5, and R6 - H or F, R7 - H. C1-C4 
alkyl, C1-C4 perf luoroalkyl, halogen. N02, CN, optionally substituted 
phenyl) that are useful in the treatment or inhibition of LXR mediated 
diseases (no data) . The LXR inediated diseases specifically claimed are, 
for exanpltt, acherosclerosia, Alzheicner's disease, dementia, diabetes, 
multiple scleroBis, and thyroiditis. Pharmaceutical eompns . containing the 
compds. of the invention and synthetic procedures for preparing them are also 
claimed. 
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AS Oateopontin (OPN) is a proinflanmatory cytokine and adhesion mol. 

implicated in the cheinoaCtraction of monocytes and in cell-mediated 
limunity. He have recently reported that genetic OPH-deficiency 
attenuates the development of atherosclerosis in apoE-/- mice identifying 
OPN as potential target for Pharmacol, intervention in atherosclerosis. 
Synthetic agonists for the Liver X Receptor (LXR) , members of the nuclear 
hormone receptor superfamily, prevent the development of atherosclerosis 
by regulating cholesterol homeostasis and suppressing inf lanmatory gene 
expression in 'macrophages . We demonstrate here that LXR ligands inhibit 
cytokine-induced OPN expression in macrophages. Two synthetic LXR 
Uganda, T0901317 and GW3965, inhibited TNP-<« , IL-1(1, 
INF-y and lipopolysaccharide induced OPN mRNA and protein expression 
in RAW 264.7 macrophages. Transient transfection expts. revealed that LXR 
ligands suppress cytokine-induced OPN promoter activity. Deletion anal. , 
heterologous promoter assays, and site -directed mutagenesis identified an 
activator protein-l (AP-1) consensus site at -76 relative to the 
initiation site that supports OPN transcription in macrophages and 
mediates the effects of LXR ligands to inhibit OPN transcription. 
El ectrophoretic mobility shift and chromatin immunopptn. assays indicated 
that LXR agonists inhibit cytokine-induced c- Fob and phoapho-c-Jun binding 
to this AP-1 site. Cytokine-induced c-Fos and phospho-e-Jun protein 
expression was inhibited by LXR ligands and overexpression of c-Fos and 
c-Jun reversed the inhibitory effect of LXR ligands on OPN promoter 
activity in.transactivation assays . Finally, treatment of C57BL/6J mice 
with LXR ligands inhibited OPN expression in peritoneal macrophages 
indicating that the observed effects of LXR ligands to inhibit OPN expression 
are applicable in vivo. These observations identify the regulation of 
macrophage OPN expression as a mechanism wherelay LXR ligands may impacc 
macrophage inf lammatory responses and atherosclerosis. ' 
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AB Exposure of blood to tissue factor (TF) rapidly initiates the coagulation 
serine protease cascades. TF is expressed by macrophages and other types 
of cell within atherosclerotic lesions and plays an important role in 
thrombus formation after plaque rupture. Macrophage TF expression is 
induced by pro-inflamnatory stimuli including lipopolysaccharide (LPS) , 
interleukin-l|) and tumor necrosis f actor -<i. Here we 
demonstrate that activation of liver X receptors (LXRs) LXRii and 
LXR{l suppresses TF expression. , Treatment of mouse peritoneal 
macrophages with synthetic LXR 'agonist T0901317 or GW396S reduced TF 
expression induced by pro-inf lammatory stimuli . LXR agonists also 
suppressed TF e^qjression and its activity in human monocytes. Human and 
mouse TF promoters contain binding sites for the transcription factors 
AP-1, NPkB, Egr-1 and Spl, but no LXR-binding sites could be found. 
Cot ransf action assays with LXR and TF promoter constructs in RAW 264.7 
cells revealed that LXR agonists suppressed LPS- induced TP promoter 
activity. Anal, of TF promoter also showed that inhibition of TF promoter 
activity by LXR was at least in part through inhibition of the NFVB 
signaling pathway. In addition, in vivo, LXR agonists reduced TF ej^ression 
within aortic lesions in an atherosclerosis mouse model as well as in 
kidney and lung in mice stimulated with LPS. These findings indicate that 
activation of LXR results in reduction of TP expression, which may influence 
at hero thrones is In patients with vascular disease. 
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AB The present invention relates generally to the use of LXR agonists in the 
prevention and/or treatment of inf lanmatory bowel diseases. Thus, 
2- (3-{3- ( (3-Chloro-3- (trifluoromethyl) benzyl] (2,2- 

diphenylethyl) amino] propoxy}phenyl}aceticacid was synthesized. This 
coRpound was shown to decrease the severity o£ DSS- induced colitis in nice. 
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AB The invention is related to the role of liver X receptors (LXRs) in 

inf laomation and iimunity. More particularly, methods are disclosed for 
screening compds. for LXR agonistic activity and using LXR agonists for 
the treatment of inflammatory processes . Observations from gene 
expression profile studies identify LXR as a mol. link between lipid 
metabolism and inflammation. 
IT 405911-09-3, GW 3965 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity) ; TKU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(reciprocal regulation of inf laranation and lipid roetatiolism by liver x 
receptors) 
RH 40S91 1-09-3 CAPLUS 

CN Benzeneacetic acid, 3- [3- { (|2-chloro-3- (trifluoroirathyl ) phenyl] methyl] (2,2- 
diphenylethyl) amino] propoxy] - (9CI) (CA INDEX NAME) 



./X 



O- (CM3)3-N-CH2 — "^is 




L5 ANSHER 36 OF 45 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
INVENTOR (S) : 



2004:1124587 CAPLUS 
142:69188 

Combination therapy for the treatment of diabetes 
Erondu. Ngozi E. ; Fong, Tung M. ; MacNeil, Douglas J.; 
Van Der Ploeg, Leonardus H. T.; Kanatani, Akio 
Merck & Co., Inc., USA; Banyu Pharmaceutical Co., Ltd. 
PCT Int. J^pl., 109 pp. 
CODEN: PIXXD2 
Patent 
English 



TITLE: 
INVENTOR(S) 



ACCESSION NUMBER: 2004:1124561 CAPLUS 

143:69181 

Combination therapy Cor the treatment of hypertension 
Pong, TUng M.; Erondu. Ngozi E.; Hacneil, Douglas J.; 
Ncintyre, James H.; Van Der Ploeg, Leonardus H. T. 
PATENT ASSIGNEE (8) : Merck 6 Co., Inc., USA 

SOURCE: PCT Int. Appl., 99 pp. 

CODEN: PIXX03 
DOCUMENT TYPE : Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



FAMILY ACC. 


NUN. 


COUNT: 


1 










PATENT NO. 






KIND DATE 


APPLICATION NO. 




DATE 


PATENT INFORMATION: 




















































HO 2004110368 




A2 


20041223 


WO 2004-US17090 




20040602 


PATENT 


NO. 






KIND DATE 


APPLICATION NO. 




DATE 


HO 2004110368 




A3 


20060720 




























H: 


AB, 


AG, 


AL, 


AM, 


AT. AU, AZ, 


HA, BB. BG. BR, BW, 


BY, 


BZ, CA, CH, 


HO 


2004110375 




A2 


20041323 


WO 2004-US17291 




20040602 




CN, 


CO, 


CR, 


CU, 


CZ, DE, DK, 


DM, DZ, EC, EE, EG, 


ES, 


FI, GB, GD, 


HO 


2004110375 




A3 


20050512 










GE, 


GH, 


GM, 


HR, 


HU, ID, IL, 


IN, IS, JP, KE, KG, 


KP, 


KR, KZ, LC, 




H: 


AE, 


AG, 


AL, 


AM, 


AT, AU, AZ, 


BA, BB, BG, BR, 8W, 


BY, 


BZ, CA, CH, 




LK, 


LR, 


LS, 


LT, 


LU, LV, MA, 


MD, MG, MK, MN, MW, 


MX, 


MZ, NA, NI, 






CN, 


CO, 


CR, 


CU, 


CZ, DE, DK, 


DM, PZ, EC, EE, EG, 


ES. 


FI, GB, GD, 




NO. 


NZ. 


OM, 


PG, 


PH. PL. PT. 


RO, RU. SC. SD. SE. 


SG, 


SK, SL, SY, 






GB, 


GH, 


GM, 


HR, 


HU, ID, IL, 


IN, IS, JP, KB, KG, 


KP. 


KR. KZ. LC, 




TJ, 


TM, 


TN, 


TR, 


TT, TZ, UA, 


UG, US, UZ, VC, VN, 


YU, 


ZA, ZM, ZW 






LK. 


LR, 


LS, 


LT. 


LU. LV, MA, 


MD, MO, MK, MN, MH, 


MX. 


MZ. HA, NI, 


RW: 


BH, 


GH, 


GM, 


KB. 


LS, MW, MZ, 


NA, SD, SL, SZ, TZ, 


UG, 


ZM. ZH, AM, 






NO, 


NZ, 


OM, 


PG, 


PH, PL, PT. 


RO, RU, SC, SD, SB, 


SG. 


SK, SL, SY, 




AZ, 


BY, 


MS, 


KZ, 


MO, RU, TJ, 


TM, AT, BE, BG, CH, 


CY, 


CZ, DB, DK, 






TJ, 


TM, 


TN, 


TR, 


TT, TZ, UA, 


UG, US, UZ, VC, VN, 


YU, 


ZA, ZM, ZW 




EE, 


BS, 


FI, 


FR, 


GB, GR, HU, 


IB, IT, LU, MC, NL, 


PL, 


PT, RO, SE, 




RH; 


! BW, 


GH, 


GM, 


KE, 


LS, MW, MZ, 


NA. SD, SL. SZ. TZ, 


UG, 


ZM, ZW, AM, 




SI, 


SK, 


TR, 


BF, 


BJ, CF, CO, 


CI, CM, GA, GN, GO, 


GW, 


ML, MR, NB, 






AZ, 


BY, 


KG, 


KZ, 


MD. RU, TJ, 


TM, AT, BE, BG, CH, 


CY, 


CZ, DE, DK, 




SN, 


TD, 


TO 
















EE, 


BS, 


FI. 


FR. 


GB, GR, HU, 


IE, IT, LU, MC, NL, 


PL, 


PT, RO, SB, 


EP 1635773 






A2 


20060322 


EP 2004-753832 




20040602 






SI, 


SK, 


TR, 


BF, 


BJ, CF, OG, 


CI, CM, GA, GN, GQ, 


GW, 


ML, MR, NE, 


R: 


AT, 


BS, 


CH, 


DB, 


DK, BS, FR, 


GB, GR, IT. LI, LU, 


NL, 


SE, MC, PT, 






SN, 


TD, 


TG 














IS. 


SI. 


LT. 


LV, 


FI, RO, MK, 


CY, AL, TR, BG, CZ, 


EE, 


HU, PL. SK, 


EP 


163S832 






A2 


20060322 


EP 2004-753999 




20040602 


US 3006160834 




Al 


30060720 


US 2005-SS9111 




20051203 




R: 


AT, 


BE, 


CH, 


DE, 


DK, ES, FR, 


GB, GR, IT, LI, LU, 


NL, 


SE. MC, PT, 


PRIORITY APPLN. 


INFO 








US 2003-476390P 




P 20030606 






IB, 


SI, 


FI. 


RO, 


CY, TR, BG. 


CZ, BB. HU, PL, SK 


















HO 2004-US17090 


1 


M 20040602 



PRIORITY APPLN. INFO.: 



P 20030606 
H 20040602 



US 2003-476386P 
HO 2004-US17291 

OTHER SOURCB(S) : MARPAT 142:69188 

AB The present invention relates to compns. conpriaing an ant i -obesity agent 
and an anti-diabetic agent useful for the treatment of diabetes, diabetes 
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administering a conposition of the present invention. The present invention 
further provides for pharmaceutical conpns. , medicaments, and kits useful 
in carrying out these methods. 
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(combination therapy of diabetes and diabetes-related disorders using 
antiobesity agent and antidiabetic agent and other agents) 

RN 405911-09-3 CAPLUS 

CN Benzeneacetic acid, 3- {3- I [ (2-chloro-3- (trif luoromethyDphenyl] methyl] (2.2- 
diphenylethyl ) amino] propoxy] - (9CI ) (CA INDEX NAME) 



X'V^^O- (CH2)3-N-CH2— ^s.A^ 
M2 T 



OTHER SOURCE (S) : MARPAT 142:69181 

AB The present invention relates to compns. conprising an anti-obesity agent 
and an anti -hypertensive agent useful for the treatment of hypertension, 
hypertension associated with obesity, and hypertension-related disorders. 
The present invention further relates to methods of treating or preventing 
obesity, and obesity-related disorders, in a subject in need thereof by 
administering a composition of the present invention. The present invention 
further provides for pharmaceutical compns., medicaments, and kits useful 
in carrying out these methods. 

IT 405911-09-3, GW 3965 

RL: PAC (Pharmacological activity) ; TKU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(combination therapy of hypertension and hypertension-related diaorders 
using antiobesity agent and antihypertensive agent and other agents and 
antihypertensive agent) 

RN 405911-09-3 CAPLUS 

CN Benzeneacetic acid, 3- (3- [ [ [2 -chloro-3- (trif luoromethyl) phenyl] methyl] (2,2- 
diphenylethyl ) amino] propoxy] - (9CI ) (CA INDEX NAME) 



f\_ ""™-r _f\ 

^A„^f^O- (ai2)3-M-CH2— ^^S>^^ 
»2 T ^ 
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Gene-selective modulation by a aynthetie oxyaterol 
ligand of the liver X receptor 

Quinet. Elaine M.; Savio, Dawn A.; Halpern, Anita R. ; 
Chen. Liang; Miller. Christopher P. ; Nanibi, Ponnal 
Departments of Cardiovascular/Metabolic Oiaeases, 
Wyeth Research, Collegeville, PA, 19246, USA 
Journal of Lipid Research (2004), 45(10), 1929-1942 
CODEN: JLPRAW; ISSN: 0022-2275 

American Society Cor Biochemistry and Molecular 
Biology, Inc. 
Journal 
English 

Liver X receptors (LXRs) play )tey roles in the regulation of cholesterol 
homeostasis by limiting cholesterol accumulation in macrophages within 
arterial wall lesion sites by a mechanism that includes the upregulation 
of ATP binding cassette transporters. These atheroprotective properties 
distinguish LXRs as potential targets for pharmaceutical intervention in 
cardiovascular disease. Their associated activity for promoting lipogeneaie 
and triglyceride accretion through the activation of sterol -response 
element binding protein Ic (SREBP-lc) eiqiression, however, represents • 
potential proatherogenic liability. A newly characterized synthetic 
oxysterol, N,H-dimathyl-2|l-hydroxychol«naraida (DMHCA) , represents a 
gene-selective LXR modulator that mediates potent transcriptional 
activation of ABCAl gene expression while exhibiting minimal effects on 
SREBP-lc both in vitro and in vivo in mice. DMHCA has the potential to 
stimulate cholesterol transport through the upregulation of LXR target 
genes, including ABCAl. in liver, small intestine, and peritoneal 
macrophages. Compared with known nonsteroidal LXR agonists, however, 
DMHCA exhibits only limited activity for increasing hepatic SREBP-lc mRNA 
and does not alter circulating plasma triglycerides. Cell-based studies 
also indicate that DMHCA enhances cholesterol efflux in macrophages and 
suggest a mechani sm whereby this selective modulator can potentially 
inhibit cholesterol accumulation. DMHCA and related gene -selective 
Uganda of LXR may have application to the study and treatment of 
atherosclerosis . 
405911-09-3, GW 3965 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Usee) 

(gene-selective modulation by a synthetic oxysterol ligand of liver X 

receptor) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- {3- [( t2-chloro-3- (trifluoromethyl) phenyl] methyl] (2,2- 
diphenylethyl ) amino] propoxy) - ( SCI ) (CA INDEX NAME) 
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Raising HDL cholesterol without inducing hepatic 
steatosis and hypertriglyceridemia by a selective LXR 
modulator 

Miao, Boviman; Zondlo, Susan; Gibbs, Sandy; Cromley, 
Debra; Hosagrahara, Vinayalc P.; Kirchgesaner, Todd G.; 



CORPORATS SOURCS: 



Billheimer. Jeffrey; Mulcherjee. Ran j an 
Cardiovascular Biology. Experimental Station, 
Bristol-Myers Squibb Conqpany, Wilmington, OB, 19880, 
USA 

Journal of Lipid Research (20O4). 4S(B), 1410-1417 
CODEN: JLPRAW; ISSN: 0022-2275 
American Society for Biochemistry and Molecular 
Biology. Inc. 
Journal 
English 

Liver X receptors (LXRs) are ligand-activated transcription factors that 
belong to the nuclear receptor auperfamlly. LXRs activate transcription 
of a spectrura of genes that regulate reverse cholesterol transport, 
including the ATP binding cassette transporter Al (ABCAl) . and raise HDL 
cholesterol (HDL-C) levels. However. LXR agonists also induce genes that 
stimulate lipogenesis, including the sterol response element binding 
protein (SREBPl-c) and fatty acid synthetase (FAS) . The induction of 
these genes in the liver cause increased hepatic triglyceride synthesis, 
hypertriglyceridemia, and hepatic steatosis. As LXR response elements 
have been identified in these promoters, it is not clear if these two 
processes can be separated Herein, we demonstrate that plasma KDL-C elevation 
and intestinal ABCAl Induction can occur with relatively little Induction 
oC FAS and SRB6Pl-e In mouse liver via a selective LXR modulator GW3965. 
This is in contrast to the strong induction of hepatic lipogenic genes by 
the well -characterized LXR agonist T09O1317 (T317) . Consistent with the 
in vivo results. GW3965 is a very weaJc LXR activator conpared with T317 in 
human hepatoma cells. GW3 96 5 - 1 iganded LXR recruits selected coactivatora 
less effectively than T317 and may explain in part the tissue selective 
gene induction. Thia demonstration that tissue and gene selective 
modulation is possible with selective LXR modulators has pos. implications 
for the development of this class o£ antiatherosclerotlc agents. 
405911-09-3, GW 3965 

RL: PAC (Pharmacological activity); BIOL (Biological study) 

(raising HDL cholesterol without inducing hepatic steatosis and 
hypertriglyceridemia by a selective LXR modulator) 

405911-09-3 CAPLUS 

Benzeneacetic acid, 3-[3- [ [ [2 -chloro-3 - (triCluoromethyl) phenyl] methyl] (2,2- 
diphenylethyl ) amino] propoxy] - ( 9CI ) (CA INDEX NAME) 
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The effect of LXR activators on AP-1 proteins in 
)ceratinocytes 
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Lau. Peggy; Moser. A.; Willaon, Timothy M. ; Bikle, 
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Journal 
Bngliah 

Oxysterols, via activation of liver X receptor (LXR), regulate 
keratinocyte differentiation by stimulating transglutaminase cros8lin)cing 
of several constituent proteins leading to the formation of the cornified 
envelope. We previously reported that oxysterols increase the expression 
of one of these cross-linked proteins, involucrin, and that this effect 
can be abolished by mutations of the distal activator protein (AP) -1 
response element in the involucrin promoter. Furthermore, oxysterols 
incroaso AP-1 binding in an electrophoretic gel mobility shift assay and 
increase the expression of an AP-1 reporter. In this study, we describe 
the individual components of the AP-1 complex that are involved in the 
oxysterol -mediated AP-1 activation and stimulation of keratinocyte 
differentiation. We identified Fra-1 within the AP-1 ONA binding complex 
by eupershift anal, of nuclear exts. from oxysterol -treated, cultured 
keratinocytes and confirmed that oxysterol treatment increased the levels 
of Fra-1 by western blot anal. Addnl . , on Western and Northern anal. , 
oxysterol treatment increased two other AP-1 proteins, Jun-D and c-Fos, 
whereas Fra-3. Jun-B, and c-Jun were not changed. Similar alterations in 
AP-1 proteins occurred when 25-hydroxychole8terol or non-steroidal LXR 
agonists (GW3965, TO-901317) were used. These results indicate that 
oxysterols induce specific AP-l proteins, thereby activating involucrin, 
one of the genes required for epidermal differentiation. 
405911-09-3, GW 3965 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(effect of LXR activators on AP-I proteins in keratinocytes) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- (3- ([ (2-chloro-3- (trifluoromethyl) phenyl] methyl] (2,3- 
diphenylethyl) amino] propoxy] - (9CI ) (CA INDEX NAME) 



jTl ""^"T' _f\ 

(CH3)3-N-CH2— t^x^k, 

ma I ^ 
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AB The present invention is in the fields of biotechnol., protein purification and 

crystallization, x-ray diffraction anal. , three-dimensional computer mol. 
modeling 

and rational drug design. The invention is directed to the human liver X 
receptor and ligands for this receptor, and in particular to cryatalline human 
liver X receptor beta (LXR|}) and to inethodB of identifying ligands 
utilizing LXR|i, as well as to compds., compns. and methods for 
selecting, making, and using therapeutic or diagnostic agents having 
LXR|i modulating or binding activity. Crystal structure and 
three-dimensional structure of a ligand-binding domain of human LXRti 
complexed with ligands T0901317 and GW39GS are disclosed. 

IT 405911-09-3Dt, GW 3965. complexes with LXRft 

RL: BPN (Biosynthetic preparation) ; BSU (Biological study, unclassified); 
BUU (Biological use, unclassified); PRP (Properties); BIOL (Biological 
study); PREP (Preparation) ; USES (Uses) 

(GW 3965; crystal structure of ligand-binding domain of human LXR(t 
complexed with ligands. and applications in drug discovery) 

RN 405911-09-3 CAPLUS 

CH Benzeneacetic acid, 3- [3- ( ( (2-chloro-3- (tri£luoromethyl}phenyl]methyl} (3,2- 
dlphenyl ethyl) amino] propoxy] - (9CI) (CA INDEX NAME) 



Ph2CH- CH2 
" (CH2)3-N-CH2' 
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AB Thia invention provides novel methods for modulating expression of glut4 GI 
and other genes involved in glucose metabolism, and methods for treating or 
ameliorating diabetes and related diaeases. The methods comprise 
administering to cells in a subject an effective amount of an LXR agonist 
and thereby modulating expression of those genes that are infiortant for 

glucose uptake or gluconeogenesis. The modulation will lead to increased • STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

uptake of glucoae by cells in Che aubjecc and/or reduced glucose output In 

Title compds. I (Z - C{H. alkyl, etc.), N; k - 0-4; t - 0-1; Y - O, S, 
amino, alkyl; Wl - alkyl, cycloalkyl. aryl, etc.; W2 - H, halo, 
Blk(en/yn)yl, etc.; W3 - H, halo, alkyl. etc.; 0 - cycloalkyl, aryl, 
heteroaryl; p - 0-8; n - 2-8; m, q. t - 0-1; Rl-2 - H, halo, alk (en/yn) yl, 
etc.; R4-11 - H, halo, alkyl, etc.] are prepared For instance, Me 
(3- (3 -bromopropoxy) phenyl] acetate (preparation given) is reacted with 
N- (2-chloro-3- (trifluoromethyl) benzyl] -2, 2-diphenylaChaneamin> (preparation 
given; CH3CH, K2C03, reflux, 4 days), the resulting amine saponified 
(THF/H20, LIOH) and the acid coupled to morpholine (CH3CN, BOPCl. Bt3N) to 
give II. I are useful as LXR agonists. 
405911-09-3 610318-50-E, (R) -2- [3- [3- { [2-Chloro-3- 
( trifluoromethyl) benzyl] (2, 3-diphenylethyl)aininol -2- 
methylpropoxy} phenyl ] acetic acid 6103 16 -54 

(R) -3-[3-t3- If2-Chloro-3-(trifluoromethyl)ben2yl) {2,2-diphenylethyl)sininoJ - 
3 -methylpropoxy] phenyl] acetic acid 
RL: RCT (Raactant); RACT (Reactant or reagent) 

(amide compds. and methods of using the same) 
405911-09-3 CAPLUS 

Benzeneseetic acid, 3-{3-([ E2-chIoro-3- (trifluoromethyl) phenyl] methyl] (3,2- 
diphenylethyl) amino] propoxy) - (9CI) (CA INDEX NAME) 



the liver, and accordingly ameliorate symptoms associated with, e.g., type II 
diabetes. 

405911-09-3. GW 3965 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(novel use of liver x receptor agonists to treat diabetes and related 
diseases by modulating expression of genes involved in glucose 
regulation) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3 • [3- [ [ [2-chloro-3- (trif luoromethyDphenyl] methyl] (2.2- 
diphenyl ethyl) amino] propoxy]- (9CI} (CA INDEX NAME) 



^Jis^x^f^ O- (CH2 ) 3- N- CH2— 
M2 T 
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Patent 

English 
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WO 2004043939 Al 30040527 HO 2003-US9461 20030326 
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GO, GE, HR, HU. ID, IL, IN, IS, JP, KP, KR, LC, LK. LR, LT, LV, 



jTl -tl 

y^^^^O- (CH2)3-N--CH3— *<Ss>^ 
313 1 ^ 



RN 610318-50-8 CAPLUS , ^ 

CN Benzeneacetic acid, 3- [ (3R] -3- [ [ (2-chloro-3- (trifluoromethyDphenyllmethyl 
] (2,2-diphenylethyl)amino] -2-msthylpropoxy]-(9CI) (CA INDEX NAME) 

Absolute Btereochemiatry , 




RN 610318-54-3 CAPLUS 

CN Benzeneacetic acid, 3- [ (3R) -3- [ ( [2-chloro-3- (trif luoromethyl}phenyl]methyl 
1 {2,2-diphenylethyl)amino]butoxy] -{9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 405911-17-3f, 2-{3-[3-((2-Chloro-3-(trifluoromethyl)benzylJ (3,3- 
diphenylethyl) amino] propoxy] phenyl] aceticacid hydrochloride 
609772-15-Bf, (S) -2- (3- (3- { t2-Chloro-3- (trif luoromathyDbenzyl] (3- 
phenylpropyl) amino] propoxy] phenyl] aceticacid 609773-16-9I, 
(S) -3- [3- (3- t(2-Chloro-3- ( trif luoromethyl) benzyl] (3- 
phenylpropyl) amino] propoxy] phenyl] aceticacid hydrochloride 
610317-99-2F, (R)-2- [3- (3 - ( (2-Chloro-3- 
(trif luoromethyDbenzyl] (2, 2 -diphenylethyl) amino] -2- 
methylpropoxy) phenyl) aceticacid hydrochloride 610318-03-11, 
(RJ-2- (3- (3- ( [2-Chloro-3- (trif luoromethyDbenzyl) (2, 2 -diphenylethyl) amino] - 
3 -methylpropoxy) phenyl] aceticacid hydrochloride 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(amide compds. and methods of using the ssme) 
RN 405911-17-3 CAPLUS 

CN Benzeneseetic add, 3- (3- (( (2-chloro -3- (trif luoromethyDphenyl] methyl] (3,2- 
diphenylathyl) amino] propoxy] - , hydrochloride ( 9CI ) (CA INDEX NAME) 




• HCl 



RN 609772-15-8 CAPLUS 

CN Benzeneacetic acid. 3 - (3- ([ E2-chloro-3- (trif luoromethyDphenyl] methyl] {(2S 
) -3 -phenylpropyl) amino) propoxy] -(9CI) (CA INDBX HAKE) 



Absolute stereochemistry. 




RN 609773-16-9 CAPLUS 

CN Benzeneacetic acid. 3- [3- [ [ E2-ehloro-3- (trif luoroinathyl)phenyl]methyl] [ (38 
} -2 -phenylpropyl) amino) propoxy] - , hydrochloride ( 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 610317-99-2 CAPLUS 

CN Benzeneacetic acid, 3 -( (2R) -3- (I (2-chloro-3- (trif luoromethyDphenyl) methyl 
J (2, 2 -diphenylethyl) amino) -2 -methylpropoxy] -.hydrochloride {9CI) (CA 
INDBX NAME) 

Absolute stereochemistry. 




• HCl 

RN 610318-03-1 CAPLUS 

CN Benzeneacetic acid, 3- [ (3R) -3 - 1 [ I2-chloro-3- (trif luoromethyDphenyl] methyl 



] (2, 2 -diphanylsthyl I MniRoJbutoxy] -.hydrochloride (SCI) 
Absolute atereochemistry. 



(Ck INDEX NAM£) 




transport conponentB, such as transporters and KDL fractions, are utilised 
as diagnostic and therapeutic targets for age-related macular 
degeneration. In a specif ic embodiment, the lipid content of the retinal 
pigment epithelium, and/ or Bruch's membrane is reduced. A kit for the 
prevention or treatment of macular degeneration containing a lipid transporter 
is also claimed. 
IT 40S911-09-3, GW3965 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USBS (Uses) 

(treatments for age-related macular degeneration (AMD) that increase 
reverse cholesterol transport using a hornone receptor ligand or a 
lipid transporter) 
RN 40591 1-09-3 CAPLUS 

CN Benzeneacetlc acid, 3-{3- ( [ [2-chloro-3- (trlfluoromethyl) phenyl) methyl] (2,3- 
diphsnylethyl) amino] propoxy] - OCI) (CA INDEX NAME) 
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AB Title compds. I {X. X3 - bond, aDcylene; XI - aDtylene; Q - 

( un ) subs titu ted cycloalkyl, Ph, heterocyclic; Hi, H2 - cycloalkyl, aryl; R 
- H, alkyl, alkenyl, alkynyl. aralkyl. heterocyclylalkyl , cycloalkylalkyl ; 
Rl. R2 - H, alkyl; R3 - halo, CN, N02, (un) substituted alkyl , alkenyl, 
alkynyl; Z - (un) aubatituted CH, N; when Z ■ (un) substituted CH, n - 0-4; 
when Z •• N, n 0-3] were prepared for use as LXR agonists in treatment of 
cardiovascular diseaee, atherosclerosis, or inflammation (no data). Thua, 
3-HOC6H4CH2C02H was converted to 3 -HOC6H4CH2C02Me and treated with 
(S) -BrCH2CHMeCH20H, followed by Ph2CKCH2NH2 and 2 , 3 -CI (F3C) C6H3CHO to give 
(S) -3-Me02CC6H40CH2CHMeCH2N(CH2CHPh2)CH2C6H3(CF3)Cl-3,2. 

IT 61031B-90-6P 

RL: RCr (Reactant); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; 
USES (Uses) 

(preparation of (hetero)arylalkanoic acids and esters as LXR agonists) 
RN 610318-90-6 CAPLUS 

CN Benzeneacetic acid, 3- (3- ( ( (2-chloro-3- (trif luoromethyDphenyl] methyl] (2,2- 
diphenylethyl) amino] propoxy] u,Q -diethyl- (9CI) (CA INDEX 
NAME) 



610318-76-8P 61D318-77-9P 610318-78-OP 
610318-79-lP 610318-BO-4P 610316-81-5P 
610318-B3-7P 610318-84-6P 610318-85-9P 
610318-S6-0P 610318-87-lP 610318-68-3? 
610318-89-3P 6103ie-93-9P 610316-94-OP 
610318-95-lP 610318-96-2P 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) j BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation of (hetero)arylalkanoic acids and esters as LXR agonists) 
RN 610317-99-2 CAPLUS 

CN Benzeneacetic acid. 3- [ (2R) -3- t [ (2-chloro-3- (trif luoromethyl) phenyl] methyl 
] (2,2-diphenylethyl)amino] -3-methylpropoxy] - .hydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




• HCl 



.LX^:^^®- (C312)3-W-CH2— -^Y^j. 



610317- 99 

610318- 02 
610318-05- 
610318-08- 
610318-11- 
610318-14- 
610318-17 
610318-20- 
610318-23- 
610318-26- 
610318-29- 
610318-32 
610318-35- 
610318-43- 
610318-45- 
610318-49- 
610318-53- 
610318-55- 
610318-58- 
610318-61- 
610318-64- 
610318-69- 
610318-73- 



2P 610310- 
OP 610318 
3P 610318- 
6P 610318- 
IP 610318- 
4P 610318- 
7P 610318- 
2P 610318- 
SP 610318- 
8P 610318- 
IP 610318- 
6P 610318- 
9P 610318- 
OP 610318- 
IP 610318- 
5P 610318- 
OP 610318- 
3P 610318- 
6P 610318- 
IP 610318- 
4P 610318- 
9P 610318- 
5P 610318- 



-CO-BP 610318- 
03-lP 610318- 
06-4P 610318 
-09-7P 610318- 
-12-2P 610318- 
15-.5P 610318 
18-aP 610318- 
21-3P 610318- 
24-6P 610318- 
27-9P 610318- 
30-4P 610318- 
33-7P 610318- 
37-lP 610318- 
43-9P 610318- 
47-3P 610318- 
50-BP 610318- 
S3-1P 610318- 
56-4P 610316- 
59-7P 610318- 
62-2P 610318- 
6S-SP 610318- 
71-3P 610318- 
74-6P 610318- 



■01-9P 
04-2P 
07-6P 
-10-OP 
■13-3P 
16-6P 
19-9P 
■22-4P 
25-7P 
28-OP 
31-5P 
34-8P 
3B-2P 
44-OP 
4B-4P 
51-9P 
54-2P 
57-5P 
60-0P 
63-3P 
67-7P 
72-4P 
75-7P 



RN 610318-00-8 CAPLUS 

CN Benzeneacetic acid, 3-1 (2S) -3- [ [ [2-chloro-3- (trif luoromethyDphenyl] methyl 
] (2, 2-diphenylethyl)amlno) -3-methylpropoxy] -.hydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




• HCl 

RN 610318-01-9 CAPLUS 

CN Benzeneacetic add, 3- ( (IR) -3- 1 1 {3-ehloro-3-(trif luoromathyl)phenyl]nethyl 
} (2. 2-diphenylethyl)amlno] -l-msthylpropoxy] -.hydrochloride (901) (CA 
INDEX NAME) 

Absolute stereochetnistry. 




• HCl 



RN 61 03 IB -02-0 CAPLUS 

CN Bonzeneacetic acid, 3- I (IS) -3- ( ( [2-chloro-3- (trif luoromethyl)phenyl)methyl 
] (2, 2 -diphenylethyl) amino} -l-mathylpropoxy] -.hydrochloride (SCI) (CA 
INDEX NAME) 

Abaolute atereochemiatry. 




• HCl 



RN 610318-03-1 CAPLUS 

CN Benzeneacetic acid, 3- { (3R) -3- [ t [2-chloro-3- (trif luoromethyl) phenyl] methyl 
] (2, 2 -diphenylethyl) amino] butoxy] -, hydrochloride (9CI) (CA INDEX NAME) 

Abaoluta atareoehainiatry. 




• HCl 



RN 610318-04-2 CAPLUS 

CN Benzeneacetic acid. 3- [ (3S) -3- [ [ [2-chloro-3- (trif Iuoromethyl)phenyl)methyl 
] (2, 2 -diphenylethyl) amino) butoxy] -.hydrochloride (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 61031B-05-3 CAPLUS 

CN Benzeneacetic acid, 3- (3- { ( t2-chloro-3- (trif luoromethyDphenylJ methyl) (2,2- 
diphenylethyl) aminolpropoxy) -4 -methyl -.hydrochloride (9CI) (CA INDEX 
HAHB) 




Me CI 



• HCl 



RN 61031B-06-4 CAPLUS 

CN Bonzeneacetic acid, 3- ( (2R) -3- [ (2, 3-dlpbenylethyl) [ l2-f luoro-3- 

(tri£luoroniethyl)phenyl]methyl]amino] -2-methylpropoxy] • ^hydrochloride 
(9CI) (CA INDEX NAME) 

Absolute atereoehemiatry. 




• HCl 



RN 610318 -07 -S CAPLUS 

CN Benzeneacetic acid, 3- ( (2R} -3- [ (3, 2 -diphenylethyl) { [4-fluoto-3- 

( trif luoromethyl) phenyl I methyl] amino] -3 -methylpropoxy] - hydrochloride 
(9CI} (CA INDEX NAHS) 



Absolute stereochemistry. 




F 



• HCl 

RN 610318-08-6 CAPLUS 

CN Benzeneacetic acid, 3- [ (2R) -3- [ (2,2-diphenylethyl) { (6- (trif luoromethyl) -2- 
pyridinyl] methyl] amino] -2-methylpropoxy] -,monohydrochloride (SCI) (CA 
INDEX KAKE) 

Absolute atereoehemiatry. 




• HCl 



RN 610318-09-7 CAPLUS 

CN Benzeneacetic acid. 3- [ (2R) -3- [ { (3,4-dimethoxyphenyl)methyl] (2.2- 

di phenylethyl) amino] •3-methylpropoxy] -, hydrochloride (SCI) (CA INDEX 
NAME) 

Abaolute stereochemistry. 




OHe 



• HCl 



RN 610318-10-0 CAPLUS 

CN Benzeneacetic acid, 3- ( {2R) -3- ( (2, 2-diphenylethyl ) 1 (4- 
methoxyphenyl)methyl] amino] -2-methylpropoxy] -.hydrochloride (9CI) (CA 
INDEX NAME) . 

Absolute atereoehemiatry. 




• HCl 



RN 610316-11-1 CAPLUS 

CN Benzeneacetic acid, 3- [ (2R) -3- [ (2, 2-diphenylathyl) [ (2-£luoro-4- 

methoxyphenyl ) methyl] amino] -2 -methylpropoxyl -.hydrochloride (SCI) (CA 
INDEX NAME) 

Abaolute stereochemistry. 




XT' 



• HCl 

RH 610318-12-2 OIPLUS 

CN Benzeneacetic acid, 3- [ (2R) -3- [ (2,2-diphenylethyl) ( (3-£luoro-4- 
lnethoxyphenyl)Illethyl] amino] -2-iMthylpropoxy] - .hydroehlorlda (9CI) 
INDEX NAME) 

Absolute acereochemiBtry. 

Phaa 




• HCl 

RN 610316-13-3 CAPLUS 

CN Banzaneacatic acid. 3- ( (IR) -3- [ [ (2.4-diinachoxyphanyl)mathyl] (2,2- 

diphanylathyDamino] -l-methylpropoxy]-, hydrochloride <9CI) (OV INDEX 
NAME) 

Absolute Btereocheniatry. 




RN 610318-14-4 CAPLUS 

CN Benzeneacatic acid, 3- I (IR) -3- t (2. 2-diphenylethyl) [ (4- 

methoxyphanyl ) methyl] amino] -1-mathylpropoxy] -.hydrochloride <9CI ) <CA 
INDEX NAME) 

Absolute Btereochemiatry. 



leO,^^^ ^CHPha 



• hci 

RN 610318-15-5 CAPLUS 

CN Benzeneacetic acid, 3- ( (IR) -3- [ (2, 2-diphenylethyl) ( (2-Cluoro-4- 
inethoxyphenyl ) methyl] amino] -1 -methyl propoxy] - .hydrochloride { 9CI ) 
INDEX NAME) 

Absolute stereochemistry. 




I HCl 



RN 610318-16-6 CAPLUS 

CM Benzeneacetic acid, 3- ( (IR) -3- ( (3, 2-diphanyleChyl) ( (3- 

( tri f luoromethyl ) phenyl ) methyl ] amino] -1 -imthylpropoxy] - ^hydrochloride 
{9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 610318-17-7 CAPLUS 

CN Benzeneacetic acid, 3- [ (IR) -3- [ (2, 2-diphenylethyl} [ [2-Eluoro-3- 

(trif luoromethyl) phenyl] methyl] amino] - 1 -methylpropoxy] -,hydrochloride 
(SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 610318-18-8 CAPLUS 

CN Benzeneacetic acid, 3- [(IR) -3- [(2, 2-diphenylethyl) [ [4- £luoro-3 - 

(trifluoromathyl) phenyl] methyl] amino] -1-mathylpropoxy] - Jiydrochloride 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 610318-19-9 CAPLUS 

CN Benzeneacetic acid, 3- ((IR) •3-((2,2-diphenylathyl) [(3-£luoro-4- 

methoxyphenyl ) methyl] amino] -1 -methylpropoxy] - .hydrochloride (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 610318-20-2 CAPLUS 

CN Benzeneacetic acid, 3- { (3R} -3- ( ( (2-chlorophenyl}methyl} (2, 2- 

diphenylethyl ) amino] butoxy] - , hydrochloride ( 9CI ) (CA INDEX NAME) 

Abaolute stereochemiatry. 




• HCl 



RN 610318-21-3 CAPLUS 

CN Benzeneacetic acid, 3- { (3R} -3- ( (2, 2-diphenylethyl) ( [3- 

( tri f luoromethyl ) phenyl) methyl] amino] butoxy] - .hydrochloride (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. , 




• HCl 



RN 610318-22-4 CAPLUS 

CN Benzeneacetic acid, 3- ( (3R) -3- { (2, 3-diphenylethyl) [ {2-£luoro-3- 

( trie luoromethyl) phenyl) methyl] amino) butoxy] - .hydrochloride (9CI ) (CA 
INDEX NAME) 

Absolute stereoehemistry. 




• hci 



RH 61031B-23-5 CAPLUS 

CN Benzeneacetic acid, 3 - [ (3R) -3 - [ (2. 2-diphenylethyl) [ [4 -f luoro-3 - 

CtrifluoromethyDphenyl] methyl] amino] butoxy] • ,hydrochlorida (9CI) (CA 
INDEX NAME) 

Abaoluca ateraochemiatry. 




• HCI 



RN 610318-24-6 CAPLUS 

CN Benzeneacacic acid, 3- ( (3R) -3 - [ [ (2.4-diinethoxyphenyl) methyl] (2,2- 
diphenyl athyl) amino] butoxy] hydrochloride (9CI) (CA INDEX KANE) 

Abaolute aceraoehamiatry. 




• HCl 

RN 610318-25-7 CAPLUS 

CN Banzeneacetic acid. 3- [ (3R) -3- [ (3. 2-diphanylethyl) ( (4- 
lnathoxyph«nyl)nlethyl)amino}butoxy] -.hydrochloride (SCI) (CA INDEX NAME) 

Absolute aceraoehamiatry. 




• HCl 

RN 610318-36-8 CAPLUS 

CN Benzeneacetic acid, 3- [ (3R) -3- I (2, 2-diphenylethyl) ( (2-f luoro-4- 

methoxyphenyl ) methyl] amino] butoxy] - , hydrochloride { 9CI ) (CA INDEX NAME) 

Absolute stereochemiatry . 




• HCl 



RN 61031B-27-9 CAPLUS 

CN Benzeneacetic acid, 3- [ (3R) -3- ( [ (2-chloro-3,4-diinethoxyphenyl)reethyl] (2,3- 
diphenylethyl ) amino] butoxy] - , hydrochloride ( 9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 

RN 610318-28-0 CAPLUS 

CN Benzeneacetic acid, 3- [ (3R) -3- ( (2, 2-diphenylethyl} ( (3-f luoro-4- 

methoxyphenyl } methyl ] amino] butoxy] - , hydrochloride ( SCI) (CA INDEX NAME) 

Abaolute stereochemiatry. 




• HCl 

RN 610318-29-1 CAPLUS' 

CN Benzeneacetic acid, 3- [3 - ( (2 , 2-bia (4-f luorophenyl ) ethyl] t [2-chloro-3- 
(tri£luoromethyl)phenyl] methyl)amino]propoxy] hydrochloride (9CI) (CA 
INDEX NAME) 




• HCl 



RN 610318-30-4 CAPLUS 

CN Benzeneacetic acid, 3- (3 - [ (2 ,2-bis(3-£luorophenyl) ethyl] ( {3-chloro-3- 
(trifluoromethyl)phenyl] methyl]amino]propoxy] -,hydrochloride (9CI} (CA 
INDEX NAME) 




• HCl 



RN 610318-31-5 CAPLUS 

CN Benzeneacetic acid, 3 - (3- ( [2- (2-chlorophenyl) -2-phenylethyl] [ (2-chloro-3- 
(trifluoromethyl)phenyl] methyl] amino] propoxy] -.hydrochloride (9CI} (CA 
INDEX NAME) 




• HCl 



RN 61031B-32-6 CAPLUS 

CN Benzeneacetic acid. 3- (3- ( [ {2-chloro-3- {tri£luoromethyl)phenyl]raethyl] (2,3- 
diphenylethyl ) amino] propoxy] u -ethyl-, hydrochloride (9CI) (CA 
INDEX NAME) 




• HCl 



RN 610318-33-7 CAPLUS 



CH Benzeneacetic acid, 3- [3- ( E [2-chloro-3- (trif luoronwthyl}phenyl]inethyll (3,2- 
diphenylethyl) amino) propoxy] u -propyl-, hydrochloride (9CI) iCA. 
INDEX NAME) 



RH 6103ia-34-a CAPLUS 

CN Benzeneacetic acid, a-butyl-3 - (3- ( ( [2 -chloro-3- 

(trifluoromethyl) phenyl] methyl} (2,2-diphenylethyl)amino]propoxy] - 
hydrochloride (9CI} (C% INDEX NAME) 



y><^^>—0- (CH2)3-N-CH2— 
»-Bu-p T C 



RN 61031B-35-9 CAPLU5 

CN Bsnzeneacetic acid, 3 - (3- {[ (2-chloro-3- (trifluoromathyl) phenyl] methyl] (2.2- 
diphenylethyl) amino] propoxy) u- (2-itieChylpropyl} hydrochloride 
(9CI) (CA INDEX NAME) 



610318-3'7-l CAPLUS 

Benzeneacatic acid, 3- (3- { [ (2-chloro-3- (trif luororoethyDphenyll methyl] (2,2- 
diphanylethyl)Bmino]propoxy] u,u-diethyl-, hydrochloride (9CI) 
(CA INDEX NAME) • 



o- (CH2»3-N-aia— 
J /-I 



• HCl 

t 

610318-38-2 CAPLUS 

Benzeneacetic acid, 3 - ( (3R} -3 - ( { [2 -chloro-3 - (tri£luoromethyl) phenyl] methyl 
] (2,3 -diphenylethyl) amino! butoxy]u,u -dimethyl- (9CI) (CA 
INDEX NAME) 



Absolute atereoehemiatry. 



n r 



Ma Me 



610318-42-8 CAPLUS 

Benzeneacetic acid, 2-bromo-5- 13- ( ( (2-chloro-3- 

(trifluoromathyl) phenyl] methyl] (2 , 2-diphenylethyl) amino] propoxy) - 

hydrochloride (9CI) (CA INDEX NAME) 



CH2-CO2H 

ks^^^O- (CH2)3-M-CH2— ^^^.X.^ 



610318-43-9 CAPLUS 

Benzeneacetic acid. 3- [3- I [ [2-ehloro-3- (tri£luoromethyl)phenyl]methyl] (2- 
cyclopentyl -3 -phenylethyl) amino) propoxy] -(9CI) (CA INDEX NAME) 



"2 ^ 



CI 



I 

(CH2)3 Ph 
CH2- N~ CH2- CH 



610318-44-0- CAPLUS 

Benzenepropanoic acid, 3- [3- ( [ [2-chloro-3- {tri£luoromethyl)phenyl)roethyl] ( 
2, 2-diphenylethyl) amino] propoxy] u, a -dimethyl- (9CI) (CA 
INDEX NAME) 



r ja, 

H02C-jD-CH2 



Ph2CH- CH: 
0-(CH2)3-M-CH2- 



RN 610318-45-1 CAPLUS 

CM Benzeneacetic acid, 3- ((2R) -3- [(2, 2-diphenylethyl) ({4- (1- 

mechylethyl) phenyl} raathyl] amino] -2 -methyl propoxy] •{9C1) (CA INDEX NAME] 

Absolute stereochemiatry* 

Phaa 



C02H 




610318-47-3 CAPLUS 

Benzeneacetic acid, 3-chloro-4- (3- { ^2-chlo^o-3- 
(trif luoromethyDphenyl] methyl] (2, 2-diphenylethyl) amino] propoxy) - 
hydrochloride (9CI) (CA INDEX HAKE) 



Ph2CH-CH2 
O- (CH2)3-N-CH2- 



• HCl 

RN 610318-48-4 CAPLUS 

CN Benzeneacetic acid, 3- [3- [ ( {2-ehloro-3- (trif luoromethyl}phenyl]methyl) (2,2- 
diphenylethyl ) amino] propoxy] tx.a-dimethyl-, hydrochloride ' 
(9CI) (CA INDEX NAME) 



Mv^^O- (CH2>3-N-CHa-J<%s>k^ 
^1 T 



• HCl 

RN 610318-49-5 CAPLUS 

CN Benzeneacetic acid, 3- (3- [ I (2-chloro-3- (tri£luoromethyl)phenyl]methylJ (2,2- 
diph•nylothyl}amino]propoxy) a-methyl-, hydrochloride (9CI) (CA 
INDEX NAME) 



CH-jM; 
O- {CH2)3-I»-CHa' 



RN 610318-50-8 CAPLUS 

CN Benzeneacetic acid, 3-1 (2R) -3- 1 1 [3 -chloro-3- (trif luoromethyl) phenyl] methyl 
] (2 , 2 -diphenylethyl ) amino] -3 -methylpropoxy) - ( 9CZ ) (CA INDEX NAME) 

Abaolute atereochemiatry. 




RH 610318-51-9 CAPLUS 

CN Benzeneacecic acid, 3 - [ (2S) -3- ( { (2-chloro'3- (trif luoromethyl) phenyl | mechyl 
] (3.2-diphenylethyl)ainino] -3-inethylpropoxy] -(9CI) (CA INDEX NAME) 

Abaoluta ateraoehamistry . 




RN 610318-52-0 CAPLUS 

CN Banzanaacatic acid, 3^ I (IR) -3 - [ [ [2-chloro-3- (trif luoromathyl) phenyl] methyl 
] (2,2-diphenylathyl)antino] -l-mathylpropoxy] -(9CI) (CA INDEX NAME) 

Abaoluta ataraochamlatxy. 




RN 610318-53-1- CAPLUS 

CN Banzanaacatic acid, 3- [ (15) -3- ( { [3-chloro-3- (triCIuoromathyl)phenyl] mathyX 
1 (2. 2-diphanylethyl}amino] - 1 -mathylpropoxyl -(9CI) (CA INDEX NAME] 

Abaoluta atereochamiatry. 




RN 610318-S4-2 CAPLUS 

CN Banzanaacatic acid, 3- [(3R) -3* { ( (3-chloro-3- (trif luoromethyl) phenyl] mathyl 
] (2,2 -diphenylethyl) amino] butoxy) -(9CI) (CA INDEX NAME) 

Abaoluta atereochamiatry. 




RN 61031B-S5-3 CAPLUS 

CN Benzaneacetic acid, 3-({3S) -3- ( I (2 -chloro-3' (trif luoromathyl) phenyl] mathyl 
) (2, a -diphenylethyl) amino] butoxy) - (9Ci) (CA INDEX NAME) 

Abaoluta ateraochemiatry. 




RN fil03ia-S6-4 CAPLUS 

CN Banzanaacatic acid, 3- ( (2R) -3- ( (2,2-diphenylethyl) ( [2-fluoro-3- 

( trif luoromethyl) phenyl] methyl] ami no] -2 -mathylpropoxyl -(9CI) (CA INDEX 
NAME) 

Abaoluta ateraochemiatry. 




RH 61031B-57-5 ChPLUS 

CN Benzaneacetic acid, 3- [ (2R) -3- ( (2.2-diphanylathyl) [ [4-fluaro-3- 

( tri f luoromathyl ) phenyl ] methyl ] amino] - 2 -methylpropoxy] ■ ( 9CI ) { CA INDEX 



Abaoluta ateraochemiatry. 




XT' 



RN 610318-58-6 CAPLUS 

CN Benzeneacetic acid, 3- ( (2R) -3- [ (2, 2-diphenylathyl) ( (6- { tri f luoromathyl) -2- 
pyridinylj methyl} amino] -2-mBthylpropoxy) -(9CI) (CA INDEX NAME) 

Abaoluta atereoehemiatry. 

Ph2a 




RN 610318-S9-7 CAPLUS 

CM Benzeneacetic acid, 3- ( (2R) -3- ( ( (2.4-diraBthoxyphenyl)roethyl] (2, 2- 
diphenyl ethyl ) amino] -2 -mathylpropoxyl - (9CI ) (CA INDEX NAME) 

Abaoluta ateraochemiatry. 




RH 610318-60-0 CAPLUS 

CN Benzaneacetic acid, 3- [(2R) -3- I (2,2-diphenylethyl) ( (4- 

metboxyphenyl)methyl}amino]-2-nwthylpropoxy| -(9CI) (CA INDEX NAME) 

Abaoluta ateraochemiatry. 



J. , 



9 



RN 610318-61-1 CAPLUS 

CN Benzeneacetic acid, 3- ( (2R) -3 -(( 2. 2 -diphenylethyl) [ (2- f luoro-4 - 

methoxyphenyl)methyl]amino] -2-methylpropoxy] -(9CI) (CA INDEX NAME) 

Abaoluta atereoehemiatry. 

Ph2a 



C02H 



RN 610318-62-2 CAPLUS 

CM Benzeneacetic acid, 3- { (2R} -3- ( (3,2-diphenylethyl) ( (3-f luoro-4- 

mathoxyphanyl ) methyl] amino] -2-methylpropoxy] • ( SCI ) (CA INDEX HAKE) 

Abaoluta atereoehemiatry. 





RN 610318-63-3 CAPLUS 

CN Banzanaacatic acid, 3- { (IR) -3- [ ( (2.4-dimathoxyphenyl}iiiethyl] (2,2- 
diphenylethyl)amino] -1-methylpropoxy] - (9CI) (CA INDEX NAME) 

Abaoluta ateraochemiatry. 



Absoluts at«reoch«iniatry. 




UN 610318-64-4 CAPLUS 

at BenzenMcetic acid. 3- [(lR)-3- I (2,a-diphenylethyl) [(4- 

iMthoxyphenyl ) methyl] amino] - 1 -methylpropoxy] - ( 9CI) (OV INDEX NAMB) 

Abaoluta ataraochemiatry. 



RN 610318-65-5 CAPLUS 

CN Benzeneacetic acid, 3- [ (IR) -3- [ (2. 2-diphanylathyl) [ (3-Cluoro-4- 

methoxyphenyDmethyl] amino] -1-methylpropoxy] -{9CI) (CA INDEX NAME) 

Absolute stereochemistry- 



RH 6103ia-S7-7 CAPLUS 

CN Benzeneacetic acid, 3- ( (IR) -3- ( (2,2-diphenylethyl) ( (3- 

(triCluoromethyl) phenyl] methyl] amino] -1 -methylpropoxy] •(9CI) 
NAHB) 

Absolute stereochemistry. 



r 



610318-69-9 CAPLUS 

Bsnzenaacatic acid, 3 - ((IR) -3- [ (2,2-diphenylethyl) { [2-fluoro-3- 
(tri£luoromsthyl)phenyl]inethyl]amino] -l-methylpropoxyl -(9CI} (CA INDEX 
NAME) 




RN 610318-71-3 CAPLUS 

CN Banzansacetlc acid, 3- ( (IR) -3- C (2. 2-diphanylethyl) ( (4-f luoro-3- 

(trifluoromathyl) phenyl) methyl] amino) -1 -methylpropoxy) (901) (CA INDEX 
HAKE) 

Absolute stereochemistry. 




RN 610318-72-4 CAPLUS 

CN Benzeneacetic acid. 3- ( (IR) -3- E (2.2-diphenylethyl} ( (3-f luoro-4- 
raethoxyphenyl)methyl]amino] -1-methylpropoxy] -(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 610318- 73 -S CAPLUS 

CN Benzeneacetic acid. 3- ( (3R) -3- [[ {2-chlorophenyl)roethyl] (2.2- 
diphenylethyl } amino] butoxy] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 610318-74 -6 CAPLUS . 

CN Benzeneacetic acid, 3- t (3R) -3- [ (2. 2-diphenylothyl) ( [3- 

(tri£luoromethyl)phenyl]methyl]amino}butoxy] -(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 610318-7S-7 CAPLUS 

CN Benzeneacetic acid. 3- [ {3R) -3- ( {2,2-diphenylethyl) [ [2-f luoro-3- 

(trifluoromethyDphenyl) methyl] amino] butoxy] -(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 610318-76-8 CAPLUS 

CN Benzeneacetic acid, 3- I (3R) -3 - [ (2 , 2-diphenylethyl) [ (4-f luoro-3- 

(trifluoromethyDphenyU methyl] Bmino]butoxy] -(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 610318-77-9 CAPLUS 

CN Benzeneacetic acid. 3- ( (3R) -3- ( ( (2. 4-dimethoxyphenyl}methyl] (2,2- 
diphenylethyl) amino] butoxy] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN G1031B-78-0 CAPLUS 

CN Benzeneacetic acid. 3- [ (3R) -3- [ (2.2-diphenylethyl) ( (4- 

methoxyphenyl)methyllamino]butoxy]-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 610318-79-1 CAPLUS 

CN Benzeneacetic acid. 3- [ (3R) -3- ( (2, 2-diphenylethyl} [ (2-f luoro-4- 
methoxyphenyl ) methyl] amino] butoxy] - ( 9CI ) (CA IM)EX NAME) 

Absolute stereochemistry. 




RN 610318-80-4 CAPLUS 

CM Benzeneacetic acid, 3 - [OR) -3 - [ [ (2-ehloro-3,4-dimethoxyphenyl)methyl] ( 2.2- 
diphenylethyl } amino] butoxy] - (9CZ) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 610318-81-5 CAPLUS 

CN Benzeneacetic acid, 3 -( (3R) -3- [ (2 , 2-diphenylethyl) ( (3-f luoro-4- 
methoxyphenyl ) methyl] amino] butoxy] - ( 9CI) (CA INDEX NAME) 

Absolute stereochemistry.. 




RN 610318-83-7 CAPLUS 

CH B*nz*no«c«tic acid, 3- [3- [ [3,a-blB(4-£luorophenyl)athyl] ( [2-chloro>3- 
(triCluoron»thyl)ph«nyl] methyl] amino} propoxy] -(9CI) (CA INDEX NAME) 




RN 610318-84-8 CAPLUS 

CN Benz«na«cetic acid, 3- [3- I (2,2-biB(3-£luorophenyl)athyl] [ [2-chloro-3- 
(crifluoromethyl) phenyl] RieChyl] amino] propoxy] -(9CI) (CA INDEX NAME) 




RN 610318-85-9 CAPLUS 

CN Banzeneacetic acid, 3- (3- I [2- (2-chlorophenyl) -2-phanylethyl] [ [2-chloro-3- 
(trifluoromethyl) phenyl] methyl] amino] propoxy] -(901) (CA INDEX NAME) 




RN 610318-86-0 CAPLUS 

CN Banzenaaeatie acid, 3- [3- [ ( [2-chloro-3- (triCluoroniathyl)phenyl]mathyl] (3,2 
diphanylathyl] amino] propoxy) u-athyl- (9CI) (CA INDEX NAME) 




RN 610318-87 -1 CAPLUS 

CN Banzaneacatic acid, 3- [3- [ ( l2-chloro-3-(trifluoromethyl)phenyl]raethyl] (2,2 
diphanylethyDamino] propoxy] u -propyl - (9CI) (CA INDEX NAME) 




CP3 



RN 610318-8B-2 CAPLUS 

CN Benzeneacetic acid, tt-butyl-3- (3- ( I (2-chloro-^- 
(tri£luorolM»thyl)phenyl] methyl] (2 , 2-diphenyIethyl)amino] propoxy] (9C1 ) 
(CA INDEX NAME] 




RN 610318-89-3 CAPLUS 

CN Benzeneacetic acid. 3- (3- [ [ (2 -chloro-3 - (trifluoromethyl ) phenyl] methyl] (2,2 
diphanylathyl) amino] propoxy] a- {2-methylpropyl) - OCI ) (CA INDEX 
NAME) 



yils^gfif—O- (CH2>3-»-CH2— l^Y^c 



610318-93-9 CAPLUS 

Benzeneacetic acid, 2-bromo-5- [3- [ ( (2-chloro-3- 

( trifluoromethyl ) phenyl ] methyl] (2.2 -diphenyl ethyl > amino) propoxy] { SCI ) 
(CA INDEX NAME) 



pi2-C02H 



^^:sJ*—0- (CH2>3-N-CH2— ^tJls^ 
T 



CI 

610318-94-0 CAPLUS 

Banzenaaeatie acid, 3-chloro-4- {3- [ [ [2-chloro-3- 

{ trifluoromethyl) phenyl] methyl] (2, 2-diphenylethyl] amino] propoxy] (9CI) 
(CA INDEX NAME) 



H2 

\^^0- (CHa)3-»-CH2— kv^^^^ 

CI d 



610318-95-1 CAPLUS 

Benzeneacetic acid, 3- (3- [ { [2-chloro-3- (trif luoromethyDphenyl] methyl) (2,2- 

diphenylethyl } amino] propoxy) a, tt -dimethyl- (9CI) (CA INDEX 

NAME) 
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^ — O- (CH2)3-N-CH2' 



RN 610318-96-2 CAPLUS 

CN Benzeneacetic acid, 3- [3- ( [ (2-chloro-3- (trif luoromethyl}phenyl]methyl] (2,2- 
diphenylethyl) amino] propoxy] u -methyl- (9CI) (CA INDEX NAME) 



(R3) 



:J)pi 



Wl^W3 

(CR6R-')m 
(CR4R5)n-N— {o)qi 



(CR8R9)q 



The title compds. (I) (X - Cl-a alkyl, halo, each (un) substituted OH, NH2, 
NHC0NH2, S02NH2, C02H, or C(:NH)NH2, 5 or 6-membered hetorocyclyl , etc.; 
or X and R3 together with their bonded atoms form alkylenedioxy; Z - 
(un) substituted CH or N; when Z - (un) substituted CH, pi • 0-4 and ql - 
0-X: whan Z - N, pi - 0-3 and ql • Oi Y - O, S. each (un) substltutad NH or 
CH2) Ml - Cl-6 alkyl, C3-B cycloalkyl, aryl, hatarocyclyl . ate; H2 - H, 



halo, CI -6 alkyl, C3-6 alkenyl, C2-6 alkynyl, each U, S. or 
0-<un)aubacitutedCO-fi alkyl-NH2, C0-C6 alkyl-SH, CO-6 alkyl-OH, CO-6 
alkyl-C02H, etc.; W3 - H, halo. Cl-S alkyl, each U, S, or ^ 

0- (un)aubBtituted CO-6 alkyl-NH2, CO-6 alkyl-SH, CO-6 alkyl-OH, or CO-6 
•lkyl-C02H, etc.; p - O-S; n - 2-6; m, q, ql - 0, 1; Rl , R2 - K, h«lo, 

01 - 6 alkyl, C3-6 alkenyl, C3-6 alkynyl, each N-, 0-. or S- (un) substituted 
CO-fi alkyl-NHa 00-6 alkyl-OH, or CO-6 alkyl-SH, heterocyclyl-Cl-C6 alkyl, 
aryl-CX-6 alkyl, C3-7 cycloalkyl-Cl-C6 alkyl, etc.; or CR1R2 forma a 3-S 
membered carbocyclic or heterocyclic ring; R3 • halo, cyano, nitro, CI -6 
alkyl, C3-6 alkenyl, C3-6 alkynyl, aryl-CO-6 alkyl, heterocyclyl -CO-6 
alkyl etc.; R4, R5 - H, halo, Cl-6 alkyl, heterocyclyl -CO -6 alkyl, 
aryl-CO-6 alkyl, C3-7 cycloalkyl-CO-6 alkyl; R6. R7, R8, R9 - H, halo, 
Cl-6 alkyl, heterocyclyl -CO -6 alkyl. aryl-CO-6 alkyl, C3-7 cycloalkyl-CO-6 
alkyl, etc. J or pharmaeeutically acceptable salts or solvates thereof are 
prepared Many specific compds. are claimed. Also disclosed are 
pharmaceutical con^ns. containing the conpda. I. The compds. I, salts and 
solvates of this invention are useful as LXR agonists for the prevention 
or treatment of LXR-mediated diseases such as cardiovascular disease, 
atherosclerosis, inf lamnation or as a medicament for incraaaing reverse 
cholesterol transport or inhibiting cholesterol absorption. 
405911-17-3P 610317-99-3P 6103ia-03-lP 

610318-44-OP 612498-50-7P 

RL: RCT (Reaetant) ; SPN (Synthetic preparation) ; PRBP (Preparation); RACT 

(Reactant or reagent) 

{intermediate; preparation of N- 13- {2-pyridyloxy or 
phenoxy)propyl]benzylamine derive, as modulating agents Cor liver X 
receptors (LXR) for prevention or treatment of LXR-mediated diseases) 

40S911-17-3 CAPLUS 

Benzeneacetic acid, 3-[3- ( [ [2-chloro-3- (trifluoromethyDphenyl] methyl] (2,3- 
diphenylethyl ) amino) propoxy) - , hydrochloride (9CI ) (CA INDEX NAME) 



jn_ """"r _f\ 

^A^^^O- (CH2)3^K-CH2— 1^^;^ 
1 ^ 



RN 610317-99-2 CAPLUS 

CN Benzeneacetic acid, 3- [ {2R) -3- [ [ (2-chloro-3- ( trifluoromethyDphenyl] methyl 
] (2, 2-diphenylethyl)amino] -2-methylpropoxy] -.hydrochloride {9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 610318-03-1 CAPLUS 

CN Benzeneacetic acid, 3- ( (3R) -3- ( [ (3-chloro-3- {trif luoromethyl )phenyl] methyl 
} (2, 2-diphenylethyl) amino] butoxyl - . hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CHPh2 




• HCl 

61031B-44-0 CAPLUS 

Benzenepropanoic acid, 3- [3- ( ( [2-chloro-3- (triCluororeethyl)phenyl} methyl! ( 
2. 2-diphenylethyl)amino]propoxy]a,u-dimethyl- (9CI) (CA . 
INDEX NAME) 



HO2C-O-CH2 
Me 



Ph2CH— CH; 
' (CH2)3— N-CH2' 



612498-50-7 CAPLUS 

Propanedioic acid, (3- [3- (Cl3-chloro-3- {trifluoromethyDphenyl] methyl] (2,2- 
diphenylethyl) amino] propoxy] phenyl] -.monomethyl ester (9CI) (CA INDEX 

NAME) 




IT 612499-46-4P 613499-48-6P 613499-50-OP 
612499-52-2P 

RL: PAC (Pharmacological activity) : PUR (Purification or recovery); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation); USES (Uses) 

(preparation of N- (3- (2-pyridyloxy or phenoxy) propyl] benzylamine derive, as 
[7K>dulating agents for liver X receptors (LXR) for prevention or 
treatment of LXR-mediated diseases) 
RN 612499-46-4 CAPLUS 

CN Benzeneacetic acid. 3- [3- [ [ [ 3 -chloro-3- (trifluoromethyDphenyl] methyl] [ (2R 
) -4-methyl-a-phenylpentyl] amino] propoxy] -.trifluoroacetate (9CI} (CA 
INDEX NAME) 

CH 1 

CRN 612499-45-3 

CMP C31 H35 CI F3 N 03 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMP C3 H F3 03 



r 

P-C-002H 



RN 612499-48-6 CAPLUS 

CN Benzeneacetic acid, 3- (3- ([ [2 -chloro-3- (trifluoromethyDphenyl] methyl] ((2S 
) -4 -methyl -2 -phenylpentyl) amino) propoxy) -.trifluoroacetate (9CI) (CA 
INDEX NAME) 

CM 1 



CMF C31 H3S CI F3 N 03 
Absolute stereochemistry. 




CM 2 

CRN 76-05-1 

CMP C3 H F3 02 

r 

P 

RN 612499-50-0 CAPLUS 

CN Benzeneacetic acid, 3- [3- [[ (2-chloro-3- (trifluoromethyDphenyl] methyl] { (2R 
] -2-phenylbutyl] amino] propoxy] - , trifluoroacetate (9CI} (CA INDEX NAME) 

CM I 

CRN 612499-49-7 

CMF C29 H31 Cl F3 N 03 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C3 H P3 02 



CRN 612499-47-5 



r 




F 



RN 612499-52-2 CAPLUS 

CN BsnzeneaceCic acid, 3- (3- [ [ (2-chloro-3- (triCIuoromechyl )phenyl} methyl] ({2S 
) -3-phenylbucyl|anuno]propoxy] -, Crifluoroacetata (9CI) <CA INDEX NAME) 

CM 1 

CRN 612499-51-1 

CMP C29 H31 CI P3 H 03 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C3 H F3 02 



r 

P-C-C02H 



IT 609772-15-BP 609772-1G-9P 612494-89-OP 

612494- 96-9P 612495-07-SP 612495-Q8-SP 

612495- 09-7P 612495-10-OP 612495-11-lP 
612495-12-2P 61249S-13-3P 612495-14-4P 
612495-4B-4P 612495-S7-5P 61249S-59-7P 

612495- 61-1P 612496-22-7P 612496-23-8P 

612496- 2S-0P 612496-26-lP 612496-60-7P 
61249€-ai-8P 612496-82-9P €12496-e3-0P 
613496-B4-tP 612496-85-2P 612496-86-3P 
612496-87-4P €1249£-88-SP 61249€-B9-6P 

612496- 90-9P 612497-02-6P 612497-41-3P 

612497- 42-4P 612497-47-9P 612497-4B-0P 

612497- 50-4P 612497-51-5P 612498-00-7P 

612498- 01-aP 61249e-02-9P 612498-03~0P 
612498-04-lP 612498-05-2P 612498-06-3P 
613498-08-5P 612498-09-6P 

RL: PAC (Pharmacological activicy); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 



(preparation of N- (3- (2-pyridyloxy or phenoxy] propyl) benzylamlne derive, as 
modulating agents Cor liver X receptors (LXR) Cor prevention or 
treatment of LXR-mediated diseases) 
RN 609772-15-8 CAPLUS 

CH Banzeneacetic acid, 3- [3- [ [ (2-chloro-3- (trif luoromethyl)phenyl)inethyl) ( (2S 
) -2 -phenylpropyl] amino] propoxy] - ( 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 609772-16-9 CAPLUS 

CN Benzeneacetic acid, 3- 13- ( I t2-chloro-3- (trif luoromethyl) phenyl) methylj [(2S 
) -3-phenylpropyl) amino] propoxy) hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 612494-89-0 CAPLUS 

CN Benzeneacetic acid, 3- (3- [ [ [2 -chloro-3 - (triCluoromethyl) phenyl] methyl] (2,2- 
diphenylethyl ) oxldoamino] propoxy] - ( 9CI ) (CA INDEX NAME) 




RN 612494-96-9 CAPLUS 

CN Benzeneacetic acid, 3- {3- [ I {2-chloro-3- (trif luoromethyl)phenyl)methyll [ (2R 
) -2 -phenylpropyl) amino} propoxy) -, hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 

RN 612495-07-5 CAPLUS 

CN Benzeneacetic acid, 3- [3- [ I (4-Cluoro-3-methylphenyl)methyl] [(2R)-2- 
phenylpropyl] amino] propoxy) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 612495-08-6 CAPLUS 

CN Benzeneacetic acid, 3 - [3- { (1. 3-benzodioxol-S-ylmethyl) { (2R) -2- 
phenylpropyl ) amino] propoxy) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Ph 



RN £12495-09-7 CAPLUS 

CN Benzeneacetic acid, 3- (3- [ ( (4- (1 , l-dimethylethyl}phenyl) methyl) ((2R)-2- 
phenylpropyl ) amino] propoxy} - < 9CI ) (CA INDEX NAME ) 




RN 612495-10-0 CAPLUS 

CN Benzeneacetic acid, 3- [3- [ ( (2,3-dihydro-l,4-benzodioxin-fi-yl)methyl] [ (2R) - 
2-phenylpropyl] amino] propoxy] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 612495-11-1 CAPLUS 

CN Benzeneacetic acid, 3- (3- ( ( (4- (methylthio) phenyl] methyl] [(2R)-2- 
phenylpropyl} amino] propoxy] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 612495-12-2 CAPLUS 

CM Benzeneacetic acid, 3- (3- {[ (2R) -2-phenylpropyl) [ (2,4, 5- 

trlfluorophenyl)methyl]amino]propoxy] -(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 




Rti 612495-13-3 CAPLUS 

CN Benzeneacetic acid, 3- {3- [ ( (2R) -2-phenylpropyl] [ [5- (l-piperidinyl) -3- 
furanyl] methyl] amino] propoxy) - (SCI) (CA INDEX NAME) 

Absolute stereochemistry. ' 




Ph 



RH 61249S-14-4 CAPLUS 

CN Benzeneacetic acid, 3- [3- [ [ [4-(l-nwthylethyl)phenyl]m*thyl} n2R)-2- 
phenylpropyl) amino) propoxy] - (9CI) (C% INDEX NAME) 

Absolute stereochemistry. 




RN 612495-48-4 CAPLUS 

CN Bansanescetlc acid. 3- (3- [ ( (2-chloro-3- (trifluoromathyDphenyl] mathyl] (3,3 
, 3 -crifluoro-2-ph«nylpropyl) amino] propoxy] -(9CI} (GA INDEX NAME) 




CI 



RN 613495-57-5 CAPUJS 

CH Benzeneactttic acid, 3-1 (IR) -3-[ [ [2-chloro-3- (trifluoromathyDphenyl] methyl 
) [ (38) -3 -phenylpropyl] amino] -1-methylpropoxy] -(9CI) (CA INDEX NAME) 

Absolute sCereochomiscry. 




RN 612495-59-7 CAPLUS 

CN Benzeneacetic acid, 3- ( (2R} -3- ([ (2-chloro-3- (trifluoromathyDphenyl] methyl 
] [ (2S) -2-phenylpropyl] amino] -3-methylpropoxy] -.hydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stareochamistry. 




• hci 



RN- 612495-61-1 CAPLUS 

CN Benzeneacetic acid, 3- [ {2R} -3- ( ( [2-chloro-3- (trif luoromethyDphenyl] methyl 
} { (3R) -3 -phenylpropyl] amino] -2-methylpropoxy] - .hydrochloride (9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 



F3< 




• hci 

rn 612496-33-7 caplus 

CM Benzeneacetic acid, 3 - [ (3R) -3 - [ [ [2 -ohloro-3 - (trifluoromethyl) phenyl] methyl 
] ((25) -2 -phenylpropyl] amino] butoxy] -.hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCI 

RN 612496-23-8 CAPLUS 

CN Benzeneacetic acid, 3- [ (3S)-3-( t [3-chloro-3- (trifluoromethyl) phenyl] mathyl 
] (OS) -2-phenylpropyl] amino] butoxy] -.hydrochloride (9CI) (CA INDEX KANE) 

Absolute stereochemistry. 




• hci 



) -2 -phenylpropyl] amino] propoxy] a ,a -dimethyl - , hydrochloride 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCI 



RN 612496-36-1 CAPLUS 

CN Benzeneacetic acid, 3- (3 - [ { [3-chloro-3 - (trifluoromethyl) phenyl] methyl] ((2R 
) -3 -phenylpropyl] amino] propoxy] u ,a -dimethyl - , hydrochloride 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCI 



RN 612496-80-7 CAPLUS 

CH Benzeneacetic acid, 3- (3- ( (2* (2-chlorophenyl)propyl] ( [2-chloro-3- 

(trif luoromethyl ) phenyl ] methyl) amino] propoxy] - .hydrochloride (9CI ) ^a^. 
INDEX NAME) 



RN 6I2496-2S-0 CAPLUS 

CH Benzeneacetic acid, 3- (3 - ( ( [3-chloro-3- (trifluoromethyl) phenyl) methyl] [ (2S 



"2 ^ 



CHj— N-CH2-CH- 



RN 61249&-Bl-e CAPLUS 

CN Banzeneacetic acid, 3* (3- H2- (3-chlorophenyl)propyl] ( [2-chloro-3- 
( tri f luoromechyl ) phenyl] methyl] amino] propoxy] • .hydrochloride ( 9CI } 
INDEX mME) 



HO2C-CH2 ^ 

O 

CH2- N- CH2- CH— I^nJa^ 

F3cr y c 



612496-82-9 CAPLUS 

Benzeneaeecie acid, 3- [3' [ [2- (4 -chlorophenyl) propyl] [ (2-chloro-3- 
( trifluoromethyl) phenyl ]nwthyl] amino] propoxy] -.hydrochloride (9CI) 
INDEX NAME) 



HO2C-CH2 

^j— CH2- N- CH2- CH— 



612496-83-0 CAPLUS 

Benseneacetlc acid, 3- [3- [ [ [3-ehloro-3- (trifluoromethyl) phenyl] methyl] [3 
(2 -methoxyphenyl ) propyl ] amino] propoxy] • , hydrochloride (9CI ) (CA INDEX 
NAME) 



HO3C-CH; 



(CH2)3 Me 
CM2- N- CW2- 



612496-84-1 CAPLUS 

Benzeneacetic acid, 3- (3- (( [3 -chloro-3- (trifluoromethyl) phenyl} methyl] [2 
(4 -methoxyphenyl } propyl] amino] propoxy] - , hydrochloride (SCI ) (CA INDEX 



HO2C-CH2 ^ 

^j— CH2- N- CH2- CH— 



• HCl 

RN 612496-85-2 CAPLUS 

CN Benzeneacetic acid, 3- [3- [ [ t2-chloro-3- (trif luoromethyDphenyl) methyl] (4- 
methyl -2 -phenylpentyl ) amino] propoxy] - , hydrochloride ( 9CI ) (CA INDEX 
NAME) 



^^K^^fif—O- (CH2}3-N-ai2— 

312 y CF3 



RN 612496-86-3 CAPLUS 

CN Benzeneacetic acid, 3- (3- ( ( (2-ehloro-3- (trif luoromethyl)phenyl]methyl] (2- 
phenylbutyl ) ami no] propoxy] - , hydrochloride ( 9CI) ( CA I NDBX NAME ) 



Et-CH-CHj 
O- (CH2J3-N-CH2 



• HCl 

RN 612496-87-4 CAPLUS 

CN Benzeneacetic acid, 3- [3- {( (2 -chloro-3- (trifluoromethyl) phenyl] methyl] (2- 
methyl-2-phenylpropyl)amino]propoxy] -(hydrochloride (SCI) (Oi INDEX 
NAME) 



xA^^^O- (£H2)3-N-CH2— ks^iV^ 
3^2 T ^ 



• HCl 

612496-66-5 CAPLUS 

Benzeneacetic acid, 3- [3- [ [[2 -chlcro -3- (trifluoromethyl) phenyl] methyl] (3- 
methyl-3 -phenylbutyl ) amino] propoxy] - , hydrochloride ( 9CI } (CA INDEX NAME) 



i-Pr-CH-p 



r 

O- (CH2)3-N-CH2- 



• HCl 

613496 -S9-6 CAPLUS 

Benzeneacetic acid, 3- {3- [ { E2-chloro-3- (trif luoromachyDphenylJmethyl] (2- 
phenylhexyl) amino) propoxy] -, hydrochloride (9CI> (CA INDEX NAME) 



n-Bu— CH— CH2 
O- (CH2)3-M-CH3- 



613496-90-9 CAPLUS 

Benzeneacetic acid. 3- (3-1 ( [2-chloro-3 - (trif luoromethyDphenyl] methyl] (3- 
phenyl-3-butynyl)amino] propoxy] - (9CI) (CA INDEX NAME) 




CI 



RN 612497-03-6 aU>LUS 

CN BenzenMcatie acid, 3- [3 - [ ( (3 -chloro-3- {trifluoromethyl ) phenyl} mechyl] ( (2R 
)-3-ph*nylpropyl]amino]propoxy)-(9CI) (Ch INDEX HAHB) 

Absolute ateraochemistry. 




RN 612497-41-3 CAPLUS 

CN Benzeneacetic acid, 3- [ (2R) -3- [ [ {2-chloro-3- (trifluoromethyl) phenyl] methyl 
] [(2S}-2-phenylpropyl]aniino} -2-methylpropoxy] -(9CI) (CA INDEX NAME) 

Absolute atereochemifltry. 




RN 612497-42-4 CAPLUS 

CN Benzeneacetic acid, 3- ( (2R) -3 - 1 ( [2-chloro-3- (trifluoromethyl) phenyl] methyl 
1 ( (2R] -2-phenylpropylIaminol -3-iiiethylpropoxy] -(9CI) {CA INDEX NAME) 

Absolute atereochemistry. 




RN 612497-47-9 CAPLUS 

CN Benzeneacetic acid, 3- [ (3R) -3- [ [ [2-chlcro-3- (trifluoromothyl)phenyll methyl 
1 l(2S) -2-phenylpiropyl}ainino]butoxyl -(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 612497-48-0 CAPLUS 

CN Benzeneacetic acid, 3- ( (3S) -3- [ [ (2-chloro-3- (trif luoromethyDphenyHmethyl 
] [ <3S) -2-phenylpropyll aninol butoxy] - ( 9CI ) (CA INDEX NAME) 

Absolute Btereochamlstry. 




RN 613497-50-4 CAPLUS 

CN Benzeneacetic acid, 3- (3- { [ [2-chloro-3- {triCluoromethyl)phenyl]methyl] [(25 
)-3-phenylpropyl]ainino|propoxy]o.a-diinathyl- (9CI} (CA INDEX 
NAME) 

Absolute stereochemistry. 




"(CH2)3 



RN 612497-51-5 CAPUIS 

CN Benzeneacetic acid, 3- [3- [ ( t2-chloro-3- (trifluoromethyl) phenyl] methyl) {(2R 
) -2 -phenylpropyl] amino] propoxy] u,u -dimethyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




613498-00-7 CAPLUS 

Benzeneacetic acid, 3- (3- {[2- (2-chlorophenyl)propyl] [ (3-chloro-3- 
(trifluoromethyl)phenyl] methyl] amino] propoxy) -(9CI) (CA INDEX NAME) 



HOjC-CH: 



1 



(f«2>3 *|« 

CHa- ih- CH2- CH — rj'^ 

Cl"'^^'^^^^^^^^ 



612498-01-8 CAPLUS 

Benzeneacetic acid, 3- (3- ([3- (3 -chlorophenyl) propyl] t I3-chloro-3- 
(trifluoromethyl) phenyl] methyl) amino] propoxy] -(9CI) (CA INDEX NAME) 



J^^,.^>— CH2- N- CH2- a*— k^A^ 

F3C y c 



612498-02-9 CAPLUS 

Benzeneacetic acid, 3- [3- [ [2- (4 -chlorophenyl) propyl] [ I2-chloro-3- 
{t:ri£luoromethyl)phenyl]methyl]amino}propoxy] -{9CI} (CA INDEX NAME) 



HO2C-CH2 

f 



612498-03-0 CAPLUS 

Benzeneacetic acid, 3- [3- [[{3-chloro-3- (tri£luoromethyl}phenyl]methyl) [3- 
{3-inethoxyphenyl) propyl] amino] propoxy] - (9CI) (CA INDEX NAME) 



HO3C-CH; 



6:: 



I 



(j«3)3 »j« 
CH2~ »- CHa- °*'^^]f^ 



6 134 98 -04-1 CAPLUS 

Benzeneacetic acid, 3- {3- [ ( (3-ehloro-3- (tri£luoromethyl)phenyl}methyl] (3- 
(4-methoxyphenyl)propyll amino] propoxy) -(9CI) (CA INDEX NAME) 



HOac-CHa _ 

f 

^'^^^^V^^J— CH2- »- CHj- CH— 



612498-05-2 CAPLUS 

Benzeneacecic acid, 3- (3- ( { {2-chloro-3- <trif luoromethyDphenyllmethyl] {4- 
iMthyl'3-phenylpenCyl)«niino]propoxyI '(9CI) (CA INDEX NAME) 



CH2 1 



61249S-06-3 CAPLUS 

Benzeneacetic acid, 3- [3- [ [ {2-chloro-3- (trifluoromethyDphenyl} methyl] (2- 
phanylbutyDaminolpropoxy] - (9CI) (CA INDEX NAME) 



O- (CH2)3-»-CH2' 



612498-08-5 CAPLUS 

Benzanaacetic acid. 3- [3- [ [ [3-chloro-3- (trif luoromeChyDphenylJmechyl) (3- 
nHsehyl -2 -phenylbutyl ) amino] propoxy] - ( 9CI ) (CA INDEX NAME) 



^L^S?*— 0- (CH2)3-M-CH2— ^^^1^ 

=H2 T 



612499-09-6 CAPLUS 

Benzenaacetic acid, 3- [3- [ [ E2-chloro-3- {trifluoromethyDphenyllmethyl] (2- 
phenylhexyl ) ami no] propoxy] - ( 9CI] ( CA I NDEX NAME ) 



HO2C- CH2 



yK.^f>—^ (ai2»3-M-CH2— A^sA, 

T ' 



405911-09-3 fil03ia-50-8 61031B-54-3 
61 24 99- 34 -S 

RL: RCT (Reactant) ; RACT (ReacCant or roagoint} 

(raactant; preparation of N- (3- (2-pyridyloxy or phenoxy) propyl ]b«nzylamin« 
derivs. as modulating agents for livar X receptors (LXR) for prevention 
or treatment of LXR-Rwdiated dieeanea) 

405911-09-3 CAPLUS 

Benzeneacetic acid, 3- [3-( [ [2 -chloro-3- (trif luoromathyl) phenyl] methyl] (3,2- 
diphenylethyl) amino] propoxy] - (9CI } (CA INDEX NAME) 



CH-jW; 
O- (CH2)3-M-CH2- 



RN 610318-50-8 CAPLUS 

ON Benzeneacetic acid, 3- [ (2R) -3- [ ( [2-chloro-3- (trif luoromethyl)phenyl]methyl 
] (2,2-diphenylethyl)amino] -3-methylpropoxy] -(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Ph2a 




RN 610318-54-2 CAPLUS 

CM Benzeneacetic acid, 3- [ (3R) -3- { { [2 -chloro-3- (trif luoromethyl) phenyl] methyl 
1 (3, 3-dlphenylethyl)amino] butoxy] - {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 613499-24-8 CAPWS 



Benzenepropanoic acid, 3 - 13 - [ [ [2-chloro-3- {trifluoromethyDphenyllmethyl) ( 
2.2-diphenylethyl)amino)propoxy] n,a-dimethyl-, hydrochloride 
(9CI} (CA INDEX HAKE) 



H02C-p-CH2 



O- (CH2)3-N-CH2- 
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OTHER SOURCE (S) : MARPAT 139:302072 

AB In one aspect, the present invention provides the use of an LXR receptor 

agonist in the manufacture of medicaments for the treatment and/or prevention 
of diseases or conditions characterized by neuron degeneration, 
inf lanmation in the CNS. injury or impaired plasticity. In another 
aspect, the present invention provides a method for treating a patient 
suffering from a disease selected from the group consisting of: stroke, 
Alzheimer* s disease, fronto- temporal dementias, peripheral neuropathy, 
Parkinson's disease, dementia with Lewy bodies, Huntington's disease. 



amyotrophic lateral sclerosis, and multiple sclerosis, said method 
conprising the step of administering to said patient an effective amount of 
an LXR receptor modulator in conbination with a carrier. In yet another 
aspect, the present invention provides a method for promoting cholesterol 
efflux in at least one astroglial cell, said method comprising the step 
of: contacting said at least one astroglial cell with a 

cholesterol-ef f lux-promotingef fective amount of an LXR receptor modulator 

in combination with a carrier. 

405911-09-3P 

RL': PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(methods of treatment of neuron degeneration and inflammation in the 
CHS or impaired plasticity with LXR modulators in relation to promoting 
cholesterol efflux in astroglial cells) 
405911-09-3 CAPLUS 

Benzeneacetic acid, 3- [3 - I [ [2-chloro-3- (trifluoromethyDphenyllmethyl) (3,2- 
diphenyl ethyl) amino) propoxy] - (9CI) (CA INDEX NAME) 



X*S.^5^0~ <CH3) 3-N- CH2— 
CH2 T ^ 



IT 609772-lS-BP 609772-16-9P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(methods of treatment of neuron degeneration and inflammation in the 
CNS or impaired plasticity with LXR modulators in relation to promoting 
cholesterol efflux in astroglial calls) 
RN 609772-15-8 CAPLUS 

CN Benzeneacetic acid, 3- (3- ( [ (2 -chloro-3- (trif luoromethyl) phenyl) methyl) [ (2S 
) -2-phenylpropyl) amino) propoxy] - ( 9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 609773-16-9 CAPLUS 

CH Benzeneacetic acid, 3- (3- [ ( (2 -chloro-3- (trifluoromethyDphenyllmethyl) [OS 
) - 2-phenylpropyl] amino] propoxy] - . hydrochloride (9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 
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Engliah 

The structures of the liver X receptor LXR[i (NR1H2) have been determined 
in coiqplexea with two synthetic ligands, TO 90 13 17 and GW3 9e5, to 2.1 and 
2.4 A, reap. Together with its isoform LXfti (NR1H3) it 

regulates target genes involved in metabolism and transport of cholesterol and 
fatty acids. The two LXR|i structures reveal a flexible 
llgand -binding pocket that can adjust to acconmodate fundamentally 
different ligands. The llgand-binding pocket is hydrophobic but with 
polar or charged residues at the two enda of the cavity. T0901317 takes 
advantage of this by binding to HiB-435 close to H12 while GW3965 orients 
itself with ita charged group in the opposite direction. Both ligands 
induce a fixed "agonist conformation" of helix H12 (also called the AF-2 
domain), reoulting in a transcriptionally active receptor. 
405911-09-31, GW3965, conplex with liver X receptor {J 
RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(three-dimensional structure of human liver X receptor (I reveals a 
flexible ligand-binding pocket that can acconmodate fundamentally 
different ligands) 
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Liver X receptors (LXRs) are nuclear receptors that participate in the 
regulation of cholesterol, bile acid, and glucose metabolism Despite the 
identification of the natural oxysterol and nonsteroidal ligands for 
LXRj , little is known about the structure of the LXRi 

ligand-binding domain (LBO). We constructed a 3-dimensional {3D) homol. 
modal of the LfiD of LXRa based on the crystal structure of the 
retinoic acid receptor y (RAR/) and all-trans retinoic acid 
complex. We combined mol. modeling and clsssical structure -function 
techniques to define the interactions between the LBD and 3 structurally 
diverse ligands, 22 (R) -hydroxycholesterol (22RHC) , N- (2, 2, 2-trif luoro- 
ethyl) -N- [4- (2, 2, 2-trif luoro-1- hydroxy- 1-trifluoromethyl -ethyl) -phenyl] - 
benzenesulf onamide (T0901317) and (3- {3- [ (2-chloro-3-trif luoromethyl- 
benzyl) - (2, 2-diphenyl-ethyl) -amino] -propoxy} -phenyl) -aceti<acid (GW3965) . 
Sixteen individual amino acid point mutations were made in the predicted 
ligand-binding cavity of the LBD, and each of these mutant receptors was 
assessed for their ability to be activated by these 3 ligands. The 
majority of individual mutations resulted in lack of activation by all 3 
ligands. Two residues were identified that resulted in a significant 
increase in basal activity while retaining responsiveness to the ligands. 
Interestingly, a number of residues were identified that appear to be 
selective in their response to a particular ligand, indicating that these 
3 ligands recognize distinct structural components within the 
ligand-binding cavity. These data, together with our docking study, 
enable us to identify the amino acids that coordinate the interaction of 
both steroidal and non-steroidal ligands in the ligand-binding pocket of 
LXRu. , 
405911-09-3, GW 3965 
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OTHER SOURCE (S) : MARPAT 139:169333 

AB Disclosed are cortpns., methods, combinations, and kits for treating a 

disorder related to elevated serum cholesterol concentration, for example, 
atherosclerosis, elevated LDL plasma levels, low HDL plasma levels, 
hypertriglyceridemia, hyperlipidemia, hypertension, hypercholesterolemia, 
cholesterol gallstones, lipid storege diseases, obesity, and diabetes. 
The conpns., methods, combinations, and kita of the present invention are 
phamaceutical conpns. comprising at least two of an LXR receptor 
modulator, a therapeutically effective amount of a catechin, and/or a 
therapeutically effective amount of a lipid regulating agent, such as a 
HMG-CoA reductase inhibitor, a f ibric acid derivative, niacin, a bile-acid 
eequestrant, an absorption inhibitor, probucol, raloxifene and its 
derive., an azetidinone compound, and an unsatd. omega-3 fatty acid. 

IT 405911-09-2, GW3965 

RL: THU (Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(anticholesterol compns. containing LXR modulators and lipid regulating 
agents) 
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Tha present invention addresses the treatment o£ age-related macular 
dageneration using regulation o£ pathogenic mechanisms similar to 
atherosclaroaia. In further specific embodiments, reverse cholesterol 
transport components, such as transporters and HDL fractions, are utilized 
as diagnostic and therapeutic targets for age-related macular 
degeneration. In a specific embodiment, the lipid content of tha retinal ^ 
pigment epithelium, and/or Bruch's membrane is reduced. 
405911-09-3, GW3965 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological otudy) ; USES (Uses) 

(treatment for age-related macular degeneration) 
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Liver X receptor activators display anti -inflammatory 
activity in irritant and allergic contact dermatitis 
models: Liver-X-receptor-specific inhibition of 
inf lamniation and primary cytokine production 
Fowler, Ashley J.; Sheu, Mary Y. ; Schmuth, Matthias; 
Kao, Jack; Fluhr, Joachim W.; Rhein, Linda; Collins, 
Jon L.; Hillson, Timothy M. ; Mangelsdorf, David J.; 
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liver X receptors (LXR) stimulate epidermal differentiation 



and development, but inhibit keratinocyte proliferation. In this study, 
the anti-inflaranatory effects of two oxysterols, 22 (R) -hydroxycholesterol 
(22ROK) and 2S -hydroxycholesterol (2S0H), and a nonsterol activator of 
LXR, GW39e5, were examined utilizing models of irritant and allergic contact 
dermatitis. Irritant dermatitis was induced by applying phorbol 
12-myristate-13-acetata(TPA) to the surface of the ears of CDl mice, 
followed by treatment with 22R0H. 250H, GW3965, or vehicle alone. Whereas 
TPA treatment alone induced an •2-fold increase in ear weight and 
thickness, 22ROH, 250H, or GW396S markedly suppressed the increase 
(greater than 50% decrease] , and to an extent comparable to that observed 
with 0.0S% clobetasol treatment. Histol. also revealed a marked decrease 
in TPA-lnduced cutaneous inflammation in oxysterol -treated animals. As 
topical treatment with cholesterol did not reduce the TFA-induced 
inflaiwnation, and the nonsterol LXR activator (GH3965) inhibited 
inf lamnation, the anti-inflammatory effects of oxysterols cannot be 
ascribed to a non-specific sterol effect. In addition, 22ROH did not reduce 
inf lammation in LXRp -/- or LXRufJ -/- animals, indicating 
that LXRJl is required for this anti- inf latmnatory affect. 22ROH also 
caused a partial reduction in ear thickness in LXRu -/- animals, however 
(•50% of that observed in wild-type mice), suggesting that this 
receptor also mediates the anti-inflamnatory effects of oxysterols. Both 
ear thiclcnesa and weight increased (•1.5-fold) in the 

oxazolone-lnduced allergic dermatitis model, and 22R<XI and GW3965 reduced 
inflanmation by «50% and i*30%, resp. Finally, 

iiwnunohistochem. demonstrated an inhibition in the production of the 
pro-inflammatory cytokines interleukin-li and tumor necrosis factor 
u in the oxysterol -treated sites from both TPA- and 

oxazolone-treated animals . These studies demonstrate that activators of 
LXR display potent anti-inflamnatory activity in both irritant and 
allergic contact models of dermatitis, requiring the participation of both 
LXRu ^ and LXRp. LXR activators could provide a new class of 
therapeutic agents for the treatment of cutaneous inf lannatory disorders. 
405911-09-3, GW3965 
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(liver-X-roceptor-specific inhibition of inflammation and primary 
cytokine production in irritant and allergic contact dermatitis) 
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Synthetic LXR ligand inhibits the development of 
atherosclerosis in mice 
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The nuclear receptors LXRij and LXRJ» have been implicated in the 
control of cholesterol and fatty acid metabolism in multiple cell types. 
Activation of these receptors stimulates cholesterol efflux in 
macrophages, promotes bile acid synthesis in liver, and inhibits 
intestinal cholesterol absorption, actions that would collectively be 
expected to reduce atherosclerotic risk. However, synthetic LXR ligands 
have alao been shown to induce lipogenesis and hypertriglyceridemia in 
mice, raising questions as to the net effects of these conpds. on the 
development of cardiovascular disease. We demonstrate here that the 
nonsteroidal LXR agonist 6W3965 has potent antiatherogenic activity in two 
different murine models. In LDLR-/- mice, GW3965 reduced lesion area by 
53% in males and 34% in females. A similar reduction of 47% was observed in 

B 

apoE-/- mice. Long-term (12-wk) treatment with LXR agonist had 
differential effects on plasma lipid profiles in LDLR-/- and apoE-/- mice. 
GW3 965 induced expression of ATP -binding cassettes Al and Ql in modified 
low-d. lipoprotein-loaded macrophages in vitro as well as in the aortas of 
hyperlipidcmic mice, suggesting that direct actions of LXR ligands on 
vascular gene expression are likely to contribute to their antiatherogenic 
effects. These observations provide direct evidence for an 
atheroprotective effect of LXR agonists and support their further 
evaluation as potential modulators of human cardiovascular disease. 
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AB A potent, selective, orally active liver x receptor (LXR) agonist was 

identified from focused libraries of tertiary amines. GW396S recruits the 
steroid receptor coactivator 1 to human LXRu in a cell-free 
ligand-senaing assay with an BC50 of 125 nM and profiles as a full agonist 
on hLXRu and hLXRti in cell -based reporter gene assays with 
ECSO'a of 190 and 30 nM, reap. After oral dosing at 10 mg/kg to CS7BL/6 
mice, GH396S increased expression of the reverse cholesterol transporter 
ABCAl in the small Intestine and peripheral macrophagea and Increased the 
plasma concns. of HDL cholesterol by 30%. GW3965 will be a valuable chemical 
tool to investigate the role of LXR in the regulation of reverse 
cholesterol transport and lipid metabolism 
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The title conpda, (Ij X • OH, NH2; p . 0-6; Rl, R3 • H, alkyl, alkoxy. 
thioalkyl; Z - CH, N; when Z - CH, k - 0-4; whan Z - N, k - 0-3; R3 - 
halo. OH, alkyl. etc.; n - 2-B; q - 0-1; R4 - H, alkyl, alkonyl, 
alkenyloxy; A ■ cycloalkyi, aryl. 4-8 membered hacerocycle, 5-6 membared 
hetaroaryl; B - cycloalkyi, aryl) and their pharmaceutlcally acceptable 
aalta, uaaful Cor the prevention or treatment qC an LXR mediated diaease 
and condition auch aa cardiovaacular diaeaaa and atharoaclerQaia (no biol. 
data given), were prepared E.g. , a aolid phaae syntheaia oC 12 waa given. 
40591I-05-9P 40S911-09-3P 405911-13-9P 
405911-17-3P 

RL: PAC (Pharmacological activity) ; SPH (Synthetic preparation) ; THU 
(Therapeutic uae); BIOL (Biological atudy) ; PREP (Preparation) ; USES 
(Uaaa) 

(preparation of aubatltutad phenylacetamidea and benzamidea aa agonleta Cor 
Liver X receptors (LXR) ) 
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f\_ "^™T' rr" 

^^V^^?*— O- {CH2)3-N-CH2— lis^ 




405911-17-3 CAPLUS 

Benzeneacetic acid, 3- [3- [ [ [2-chloro-3- (trlCluoromethyl)phenyl] methyl] (2.2- 
diphenylethyl ) amino] propoxy] - , hydrochloride ( 9CI ) (CA INDEX NAME) 
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